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(57) [g^] 

CHS]^;S1SMi^S (inflammatory bowel disease; I 

BD) ^K^t^^s.-^-ti-. mmm-^-ti-^mmLrci BD<omtiiy5ms ^ms.<o 

[ft¥^^S] F c y R III a ag?©iSSiH?iJs F c y R III hMB^O^MM 
Mi gffle?©lg8iH5iJ, N R G- 2ae?©«»8E^Js -s^V^t-ii 3 ilfi? 
tO«»E^J. H M 7 4 iie?cD^SE?iJs REG II I ite?(Dtg»E?iJx LPAPa 

e^cD«»E?^j. M 1 p - 1 /3ae?oi^»E^j. l --t u^5^>ae?o^aE?ij. e 

G F L 6ae?(DigSE3^J. 1 D 0 ffle?©igaiH?iJ,. I L - 8aG?(DSaE?iJ> CD 
1 1 c ae^OigSE^it fca T L R 2 aG?©i^aE?lJ^ci3^^T> ai!T5'>!S: < i: t 
1 5i^a^*-ri.>-KU 7 ^ K R t>*/ t U ^ l^f^ K K ffl M 6^ 'J 7 



(2) 
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[115^9 1 ] 

FcyR IIIaag?cD^SE?iJ. FcyR IIIbite?©^»E?lJ, Migil 

HM7 4ae^©«aE^j. reg i i lae^oissE^ij, LPAPae?©isaE 

^0^»E^J. I D Oae? ©SSE^J. I L - 8 afi?£7)tg»E^J. C D 1 1 c jie? 

©^»E?iJtfcfiTLR2ae?(DmaE^jtci3t/>T. a^-r5'>^<j:ti 5mm^^ 

t ?> V ^ U ^ ^ V Rlf / 1^ team ^° V ^ \y :i: f- V IC mm&3 rj: ij ^ ^ ]y t f- \^ ii^ ^ 
'5:5^i^JS14H;^.^ (inflammatory bowel disease; JKT 
I B D ) (D«SV-;fj-„ 

2 ] 

3 ] 

TiaoXSCa), ( b ) St>- ( c ) >&$£y, IBDO«ai:5j£: (a)Mtt#cD4ftM 

iR*^e.iiiH?nfeRNASfc{i^n*^5te¥^nfcfflM«i4<U5?^'U;i-^Ki:ii««it 

/ca 2 tEicO^,tv-;^-i:;&^^$^t§Xg^ (b) V - * - tc i^^ L 4 

SSiSi*(DRNASfraRRNA*^5fei:?n/cfflStW:a<'J7^U:t^K;&, ±E;^Mv 

(c) ±fB (b) Ojil^^m^c»•:5^,^T. I B D <D||,f.;&|3J»f f § IS„ 
i;LTfTt)n5. ll*a3i<:E«©i BDO:^tti:^a„ 

C 11 * « 5 ] 

FcyR lIIa,FcyR lIIb.Mig.NRG-2.^:^y4^^--lf 3. 
HM74, REG I I U LPAP. Mip-l/S, L--tU^9^>, EGFL6. I 
DO. IL-8.CDllCtfc(iTLR 2 ^^111- « ttf^^^Wf 5 . I BDCDJ^*^ 

iBD(DMmtcfei^T7'n-:ri:tT^$ffl?n5il*a5fe«o;^Sv-A-, 
[ if * « 7 ] 

"Fia<OXg (a) . (b) (c) ^#tyl BDO^^tUT^ffi: 

( a ) «^«<D^^^cKi^*>P,iiia$nfc^ >/<?i>«i:M5t<S 5 Sfctt 6 f B « O )^ V - 
* - f: * «S ^ ^ s X S . 

(b) i^^,t-V-;?j-t^^Lfc^»tSiSS*(D^f ± 15 M V - A - ^ 

(c) ±ia (b) ©iiSiK«tca-:5v^T. I B D o^mm^mwit ^xUo 

Xe (c) tcfctt^ I B DcDSSOWtgf*^ SS^#lC-Dl^Tf#P.n?,iJS|gS^E^#tC 

0 I, > T S, n 5 SiJ S ^ « i: ^ L T . ;^ B V - A - CD ^ « ii L T I, > § ii i: S S 
i:LTfTt3n5»*«7lB«OI BDCi«im:;i?ffi„ 

9 ] 

TfH«DXS(a). (b)St;(c);^$ty, FcyR Illaitfi?. FcyR I 

1 I bite?. M i gme=?. n r g - 2 m&^. ^ + y + -^--if site?, hm? 4 
afi?. REG I I lae?. LPAPae?. Mip-i ^ae?, L--tu^^> 
afc?, EGFLsae?. looag?. iL-sae?. cDiicae?i3.ttfT 

L R 2afc?(Dv^-rn*^©igs^ffl]»j-r^tiK<Dxi'u-->^*;?ffi : 

(a)^^^^%Ki:FcyR Illaafi?. FcyR Illbag?. Migae? 
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. NRG-2iie?. •^+y4^■:^-^f 3iie?. HM74jlg?. REG I 1 lilG 

LPAPiie^. Mip-ijSiie?> L--bui'^>iie?, ECFLeiie?. 

1 dojIG?, I L-8ite?, cDi 1 c3ie?43j:t;T LR2ae?(Di/^ -rn*^*^ 

(b) «^!i^K^gtt^-a-/c«BStCfctt5Fc yR 1 I I aMB^. Fc yR 1 I I 

bae?x M i giie?, NRG-2ji{E?, '\ + v + t--tf sae?, hm? amb. 

REG I I lite^, LPAPiie?. Mi p-1 PMB^. L ^ =f-ymB 

?vEGFL6iie?. IDOjte?. IL-SaS?. CDllcag?fc<i;a'TLR 

( c ) ± IE ( b ) O It « tc»tJV>T, FcyR IIIajie?>FcyR III 

bae?. M i giie?. NRc-zae?. 'N4^y:^^:f--b* sae?. hm? 4ae 
REG I I lag?. L-PAPae?. Mi p-i jsae?^ L--bb^'^>'ae 
EGFL6ae?^ iDoae?. iL-sae?. cDiicae?i3<tD*TLR 

2 ae?©v^-rnA>©^]i««rjgE'>$-y:s«s^i«!iK^a«?-r sxgo 

10] 

TiE©xe(a). (b)&t;(c)^#ty. FcyR IlIa.FcyR I I lb 
.Mig,NRG-2.'\4^y + ■:^--^f 3.HM74.REG IIKLPAP.M 
ip-1/3. L--feU^^>. EGFL6, IDO. IL-8v CDllc*5J:D*T.LR 

(a) MK!felRi:FcyR IIIa.FcyR IIIb.Mig.NRG-2.'N + 
y^-^-^f 3,HM74.REG III>LPAP.Mip-l/S,L--feL/^'^>' 
. EGFL6. I DO. IL-8. CDllcfc'J:tfTLR2©V^-fn3!)^*fSiloIt6*iiffl 

3S t ^ s tt ^ -e- 5 1 e , 

(b) afl^i|^a^Stt^-y:fci|fflflaiCfctt5 FcyR IIla,FcyR I I lb. 
Mig.NRG-2.'N+y4^±--b* 3.HM74.REG IIKLPAP,Mi 
p-lU. L -tl^^ =f-y ^ EGFL6. IDO. IL-S. CDllcfcj;tfTLR2 

(c) ±E(b)<DJt«i^^lC«'^V>T. FcyR IIIa.FcyR IIIb.M 30 

ig.NRG-2.^ + y + -t--lf 3.HM74.REG III.LPAP.Mip 
-1/3. L-'trU^f-y. EGFL6. IDO. IL-8. CDllci3j:t>*TLR2© 

[» *S 1 1 ] 

T fe O X.S (a). (b)Rt>*(c)^#t?. FcyR Ilia. FcyR Illb 
.Mig.NRG-2.'\+y4^-:^--tr 3.HM74.REG III.LPAP.M 
ip-ljS. L--lrbi'^y. EGFL6. IDO. IL-8. CDllcS/citiTLR 

(a) ?SI^1^a^ FcyR Ilia. FcyR IIIb.Mig..NRG-2.'N 
4^.y + :^-■^f 3.HM74.REG IlI.LPAP.Mip-l/3.L--feU^'^ 40 
>. EGFL6. IDO. IL-8. CDllct/c:aTLR2K:Mtt$-ar5XS. 

(b) ±fS(a)OXgfceHLT4i;?>FcyR IIIa.FcyR IIIb.M 
ig.NRG-2.'^4^y + :^-•t: 3.HM74.REG III.LPAP.Mip 
-1/3. L-^\y^^y. EGFL6. IDO. IL-8. CDllct/'c(iTLR20 

IIIa.FcyR IIIb.Mig.NRG-2.'N4^y + -^--lf 3.HM74. 
REG I I I, LPAP. Mip-l|3. L--bUi'^y. EGFL6. IDO. IL 
-8, CDI lct/-caTLR2©«ltgf/'cttStti:lt©-r5Xg. 

(c) ±fB (b) «Dlte^!S«fca-:3v^T. FcyR I 1 I a. FcyR I I I b, M 
ig.NRG-2.'^4^y^:^--If 3.HM74,REG III.LPAP.Mip 50 
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-1/3. L --kly EGFL6s IDO, IL-8. CDllc$fc:(iTLR2© 

*i ti * g is © fg T ^ /-c 6. -r « « ^ s -r 5 X e o 
im^m 12] 

-rn^^tcige CO X u - :^ So 
im^m 1 3 ] 

FcyR I I lajie?. FcyR I I Ibiie^. M-igaS?. NRG-Zfifi 

'N^^y^-^-'if sae?. HM74ae?. reg i i ijie?. iPApae 
Mip-i/sag?, L--trui7^>afi?. EGFLsag?. iDoae?, i 
L-sae?, CD 1 1 cm&^^i:xfT LR 2'M&=?<D\,>tnt)>(D^m^wmT^<ii!iK lo 

1 .4 ] 

FcyR Ilia MB^. FcyR I I IbMe?. Migite^. NRG-zafc 

?s '\ + y + -^--{f sae?. HM74ae?. reg i i lae?, LPApae 
Mip-i/site?. L--trui'^yae^. EGFieae?, looae?. i 
L-site^. GDI icae^i3iD*TLR23ie?(Dv^-rn*-'©^a^susij-r-5ii^M 

[IS* a 1 5 ] 

FcyR Ilia, FcyR IIIb>Mig.NRG-2,'\ + y4^:^--{f 3. 20 

HM74. REG I I I, LPAP. Mip-1/?. L--t:U^'¥->, EGFL6, I 

DO. I L - 8, C D 1 1 c fc'cfc t; T L R 2 (D t nio^ (0 ^MM . il t6 t fc J§ ^ fil 
■r§^K^W^tl^»i:-rS. IBD©ej#S/i:{i?^3SgiJo 
[H^a 1 6 ] 

FcyR Ilia. FcyR IIIb,Mlg.NRG-2.'^4^V4^■:^-•tf 3, 

HM74. REG I I K LPAP. Mip-1/?. L--feb^^>. EGFL6. I 

DO, iL-8, c D I I c ^^zfj L R 2 (Oh^t'tit^comMm. mm^tcum^^m^i 
fstfKA^ m^m I 0 ^fciii I itiB«©xi'U-->^atc<tDtfe.n§fccDTfe^ 
. 1 5 me.(D I B D s fctir^itsijo 

[ 0 0 0 1 ] 

*f|H^{ii»<3m14^i^B (inflammatory bowel disease; 

icmt 

[ 0 0 0 2 ] 

^ ?>lc*fgB^{i, ±IB;^Sv-*-;S:fijffi LT, I B D © SfeSS t fc ii j^jfiS i: b T 
*!|%K?rX^ U -r:y^-r 57?ffi, M O' tcIS:^ ffi i o T f# n S ± El^lK ^ W^fig J: 40 

•r I B Doas^sfcttji&^sicM-rSo 

[ 0 0 0 3 ] 

cse*os*g] 

o f#tcffi^a#St*<litnLTtTV>53iSj;@El4ll!^.t (i n f 1 amma t o r y bow 

e 1 d i s ea se ; I B D tt^t tl ^) f±. 7,;^77-9-^i^>#<D5-75/-9-U 
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[ 0 0 0 4 ] 

I B D a. (Ommil' bm^m^m^ ( u \ c e T a t i v e co. litis; UC 
tW&^tl^) t^u-ym (Crohn' s d i sease ; CDi:iBS$n5) i:tC 

[ 0 0 0 5 ] 

•r§Ci:A^a^n§<fc9lC^-:pTtTI/>?)o iSISfttt^-etDQOL (Qu a 1 i t y o 

f life) l^!I±<D^^^stt5b^sl«^nT tfcifi^T-{i, ittc, TjAtcfta tfcii&jST-ti 

[ 0 0 0 6 ] 

[^B^;b\-«?j* tck ^ i:-r§^S] 
[ 0 0 0 7 ] 

[SS^(§?i*1-5fc460#IS] 

OMa*^We)*^fa*3b>ofcJitT©jie?: Fc yR I I 1 afiS^. Fc yR I I 

I bae?. M i gag?. NRG-2se?, ^:^^v + -f--t* sae?, hm? 4a 
e?. REG I I lae?. iPApae?. Mi p-i /sae?. L--fei/^^>a 
e?, EGFLsae?. iDoae?^ it-sae?. cDiicae?fcj;t>*TL 
Rzae?*^ iBDS# (it«tt:'cSj«jst;^D->^) <ommmum.mtis\,^x . m 

p.iciine.cDae?a. i BDi^iiMSfflJSTafe^i'NfbwiSiisJ^. tej;t>'i BDofgjsa 

[ 0 0 0 8 ] 

j-;^±Oc}: 3 tc*^B^# p, m^t'^if%mt^^^fi.^mmtn^(btix\.^^\ b d 
v^T, cn^FcyR I I laae?. FcyR I I ibae?> Migae?> N 
RG-2ae?> 'N + y^^-^-'if aae?, HM74ae?. reg i i lae?, 
LPAPiie?, Mip-i/siie?, L--bbi'^i^ite?, ECFLsae?, id 
oae?, I L-sae?. cdi 1 cffle?fc,fc?>*TLR2aG?. Rt>*cnp>o^ii 
iti (^>/^:?K) *^ f&nrzmm-^-ti-xh^ t(o>mR^%tzo ^eic <ine>ae 

T' 5 © a M # o 



(6) 



JP 2004-65120 A 2004.3.4 



[ 0 0 0 9 ] 

trs.^^^ *%S^fi, TfStcjf § (D-e$ § : 

(1) FcyR IIIailfE^O^SE^J. FcyR IIIbjie^Oi^SiH^J. 

aEjij. HM74ae?©igsE^j> reg I I I o:^siB?ij. L p A p ae? 

cO^SE^J. Mip-ljSae^OtMSE^J. L--feU^'^>afi?(Di^SE^J. EOF 
L63ie?<D^»E^J. IDOa{E?£DJSaE?iJ. IL-8ae?<DiSaE^J. CDII 

cae?cDia»E?ijtfc{iTLR2ae?oig»E?ijtct5v^T. a^-r§'>*<tti 5 

(2) I BDO^tlJlc43V^TyP-7Sfc{i:/7^v-2:LT^ffl^n§Mffi (1) 12 

(3) TfE©I@(a), ( b ) Rtf ( c ) ;&#t?. I B D 0;^m:^S : 

L'^t^^-Ki^MiB (1) ^fea (2) \ct^m.<DmB-^~f}-t^^'^-ii^^jLn. 

(c) ±fa (b) CDSiJS^Stca-:^v>T, I B D cDSS^WBf -r 5 IS. 

(4) is(c) t fctts I B D M®i#icov^Ttf p.n^ij^igm^ 
t^i§mtLxnt>n^. mm (3) tcEK©! BDoi^tB^e-a. 

(5) FcyR IIIa.FcyR IIIb.Mig.NRG-2.^4^V4^:h- 
■if 3,HM74,REG III>LPAP.Mip-l/?,L--tU^f->, EGF 
L6, IDO, IL-8, CDllcSfctiTLRZ ^ "T § iaf* % "T 5 , I B D 

® 3^ S V - A - , 

(6) I BD(D^iiiici3\.^x-fu~ytLx^m-^n^mm (s) famtoj^sv-*- 

(7) TSB©Ig(a). ( b ) Rt; ( c ) «r^t? I B D ©J^mTSra : 

(a) 5.ilii?nfc^f :/M^Ki:tfilB (5) Sfca (6) lct3«©5^ 

( c ) ± IS ( b ) CD ^ IS s a T > I B D CD ;i a ^ w r 5 X s X 

(8) xm (c ) tc*5tt5 I B D (Dmm<Dnmf)\ si^#tcoi^T»e.n§siJSig*^ 

i:^Jg^tLTffton^Hul5 (7) leeOIBDOlttiiTja. 

(9) TiaoiSCa). (b)St;(c)^#ty, FcyR IllaSe?. Fc 

yR iiibae?. Migae?. NRG-2ae?. 'N + y4^t-Hf sag^. 
HM74ae?. REG I I lafi?. LPAPae?. mi p-i p ae? , l --t: 
ui'^vae^. EGFLsae?, iDoae?, iL-sae?. coiicae^ 

iSjcO'TL R 2ae^<DV>-fnA^O|§;S^SP$iJ-r§i3K(DXi'U-:i>^":^ffi : 
( a ) mm^mt FcyR I I laSe?. FcyR I I Ibae?. Migafi? 

> NRG-2ae?. '\ + y + ±--tf sae?. HM74ae?, reg i i i ae 

LPApae?vMip-i)3ae?. L--feb^^^>ae?> EGFieae?. 
iDoae^. iL-sae?. cDiicaeTFfeit;TLR2ae^(iDv^-rn*^^^ 
m^m^simmt^mm^'^^xm. 

(b) MI^^%K*Stt?-&^cfflBStCt5tt5Fc yR I I I a MB"?. Fc yR I I I 

bae^. Mi gae?> NRG-2afi?. ^4^y:^-^--{f sae?, HM7 4ae 
REG I I iae?s LPAPae^. Mip-i/sae?, L--trui'^>'afe 
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EGFLGiie^. IDOiie^. IL-8iie^. CDllcae^fc'itfTLR 
(c) ±fH (b) OJtlSJgStcSo'V^T. FcyR I I I aMG^. FcyR I I I 

REG I I lae?. LPAPae?. mi p-i l - -tu^ ^>mB. 

ir. EGFLeae?, iDoae?. iL-sae?. cDiicae^fcitfTLR 

(10) Tfe<DXS(a). (b)RD*(c)«:^ty, FcyR Ilia, FcyR 
IlIb,Mig,NRG-2>'N4^y^-t--tf 3,HM74,REG III.L 10 

PAP,Mip-l/S, L--feU'i^^>, EGFL6s IDO, IL-8, CDllc*5 

(a) ffi^!|^3Ki:FcyR I I la. FcyR I I lb. Mig. NRG-a.^v* 
y+-^--lr 3. HM74. REG I I I, LPAP, Mip-l/S. L--\l\y^=9'y 
. EGFL6, I DO, IL-8. CDllctJitfTLRZOV^-ftlA^^^iKBIfil^iHB 

(b) MI^!t^JS*gM^-tt^ciffflSaiCfc'lt5 FcyR Ilia. FcyR I I lb. 
Mig.NRG-2.'N+y + :?---b" 3.HM74.REG III.LPAP.Mi 

p-1/?. L-'febi'^y. EGFL6. IDO. IL-8. CDllctej;r>*TLR2 

(c) ±g (b) ©Itiii^^lca-ifV^T. FcyR I I la. FcyR I I I b. M 
ig.NRG-2.'\^y4^-f--fe* 3.HM74.REG III.LPAP.Mip 
-IjS. L--trUi'g^>. EGFL6. IDO. IL-8. CDllci3j;J>*TLR2© 

(11) TiB©XS(a). (b)Rt;(c)«:#ty. FcyR Ilia. FcyR 
IIIb.Mig.NRG-2.^+y + -:h--tf 3.HM74.REG III.L 

PAP.Mip-l/J. L-'feU^'^^. EGFL6. IDO. IL-8. GDI let 
fcfi T L R 2 fettStt^WlM-r 5!|%lS<0X> U : 

(a) M®|!|%S* FcyR Ilia. FcyR IIIb.Mig.NRG-2.'N 30 

+ y4^-^--lf 3.HM74.REG III.LPAP.Mip-I/3.L--trU^^f- 
y . EGFL6. IDO. IL-8. CDllc$/c{iTLR2tCggS?-&§XS. 

(b) ±t2(a)©XSfcSHLT5feC5FcyR Ilia. FcyR IIIb.M 
ig.NRG-2.^4^y^:^--b" 3.HM74.REG III. LPAP.Mip 
-1/?. L--trbi'5^>'. EGFL6. IDO. IL-8. CDllcSfcfiTLR2© 
aftl*fc«rgtt^«iJSU. iS*ilflgSfcttg1±^«i^^^M^gJ/il!^-t*;S:(/>l^<DFc yR 
Ilia. FcyR IIIb.Mig.NRG-2.'N^y4^-?---b' 3.HM74. 
REG I I I. LPAP. Mip-1/3. L--tb^f->. EGFL6. IDO. IL 
-8. GDI lctfc{iTLR2<Dlitlt/-ctijgtti:Jti«-r-5Xg. 

(.c)±iE(b)©i±«!ii|g^lcSo"l/^T. FcyR Ilia. FcyR IIIb.M 40 
ig.N.RG-2.^ + y4^-^ — -if 3.HM74.REG III.LPAP.Mip 
-1/?. L--tL'i'^>. EGFL6. IDO. lL-8. CDllctfcaTLR2<0 

rc\tm^<D i^T ^ ^ fz b t w.^mn^mtRt ^ xm . 

(1 2) I BD©e5iSS^c«?l&«§iJOW^^»^^g^-r§fc46(D:^iST:fe§. HiffB (9 

) 7!)S ( 1 1 ) oi/^-fn*^tci5i£(Dx^' u-^>^*:^rs. 

(13) FcyR Illaae?^. FcyR IllbSe?. Migfie^. NR 

G-2aG?. ^ + y + -f--b* 3ae?. HM74ae^. reg i i lae?. l 
PAPae?. Mip-i/3ae?. L--bui'f->aG?. ECFieae?. ido 
ae?. iL-sae?. cDiicae?fej:j/TLR2ae^<o</>-fnA^o^ii^ai 

«iJ-r-5l^»«:W^fi!ti^i:-r 5. 1 B D <D3J« t /c:{i}l&3S8iJ. 50 



(8) 



JP 2004-65120 A 2004.3.4 



(14) FcyR Illajlfi?. FcyR lllbjlg?. Migiie?. NR 
G-2ae?. ^^y^i--^ 3iie?. HM74ae?. REG I I L 
PAPae?, Mip-l/33tg?, L--bP^^^ag?. EGFLSae?. I DO 

iL-sae?^. c d i i c MB^is j^m i r z mB=?-(D\^^-ftiti^(D^m.^is\) 
mt ?>^mti^mm o) fe«ox >j -^^^^-^tc t) # e.n§ t or-s^s. mis (i 3 

) E«© I B D©2j[»t fcaSfeS^J, 

(15) FcyR Ilia. FcyR IIIb.Mig.NRG-2.-^4^y + :h 
-•fe* 3.HM74.REG III.LPAP.Mip-l)S,L--tl^^9^>. EG 

FL6. I DO. iL-8. CD iict5<fc a* TLR2CD -rn *^ <Dfg]ia. ^itgtfc a 

(16) FcyR Ilia. FcyR IIIb.Mig.NRG-2.^4^y^:h 
-■if 3.HM74.REG III.LPAP.Mip-ljS.L--trU^^>'. EG 

FL6. I DO. iL-8. c D I I c ^jazfT L R 2 (Di^-rnt^<D^mm. mmtfclii 

Stt^WJSiJf (1 0) t^fcli (11) ti:|3«©Xi^ ';-r:>yffilc J; 5# 

e.n§ toT'Ss. Hui2 (1 5) iHtt© I B D<D^mtrcitmmmo 

[0010] 

±E©<t ^ tc. *%B^{c j;n{f . I B D(Dmm-7~ii]~. mmmoyminf^. f c y r i i 

I aats^. Fc yR I I I bSg?. Mi g^e?. NRG-2aG?. 'N+V + f- 

-■tf SMfe?. HM74ae?. REG I I lilg?. LPAPafi?. Mi p-1 

^ae?. L--bu^^>ae?. EGFLeae?. looae?. iL-sae?. 
GDI I c m&^^rcitT L R 2mB.^<D^m^9iimt ?>mm<oxi' V 'if^. fc 

yR Ilia. FcyR IIIb.Mig.NRG-2.^4^V4^±--tf 3.HM 
74. REG I I I. LPAP. Mip-l/S. L--b^^^>. EGFL6. IDG 
. IL-8. GDI 1 cl^rciiT L R 2 (D^m. <Sftlfct<{iStt*a]SiJ-r§t(»CDX^ 

[001 1 ] 

*^H^«. HSfj^-rSi^lc, FcyR I I laSig?. FcyR I I I b^fi?. M 

i gag?. NRG-2iie?. 'N:^^y4^:h--if sae?. hm74 ae?. r e g 
I I i^afc?. LPAPae?. mi p-i/sae?. L--t\y^^ymB^. egfl 
eae?. iDoae?. il-sjUs?. cDiicae?fcj:t;TLR2ae?A^ 
I BD#.# (mmm:km^Rifi^u~ym} <ommm^mmKis\,^T .^miEWM (ie 

^ct5v^Tti. I B Dmmmmmi^vs> ^^mit^mm. isi:x} i b D(Dm&mmicm4-r^ 

(C J; o TE^^t>'tC|g^^±. Wffl^lf $S^^S%f#?. C i:*^'T't 5o $ ^ IB» (4 
[0012] 

$fc. i:*a?>©ae?t5<ta'^o^:gs^%Mt;tc?-np.;b^?.©M^^ (fi^d^tf. ae^Br 

>T-.in[f**if){i. FcyR Illafifi^^. FcyR IIlbae^.Migag 
^. NRG-2ae?. 'N 4^ V :^ - -If 3*^?. HM74ite?. REG I I la 

e?. LPApae?. Mip-i/?ae?. L--b^^f->'ae?, EGFieae? 
. iDoae?. iL-sae?. cDiicaiE?t/ctiTLR2 ae^^fgii^fflsij 

■rSI^K. ^3j:tfFcyR Ilia. FcyR IIIb.Mig.NRG-2.'N4^ 
y4^:^--lf 3.HM74.REG III.LPAP,Mip-l/S.L--felx^'^>' 
. EGFL6. IDG. IL-8. CDllc^fcaTLR2(D^il. titet>L<ag14 
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[0013] 

J^T. *WSB»tt5V^T, 7 ^ y (d< U ) ^ K. (:iJ^ y ) 5? ^ Kft Holm 

^tCiSS^fi. lUPAC-IUBOM^ [lUPAC-IUB Commun i ca 
tion on Biological Nomenclature, Eur. J. 
Biochem. . 138: 9 (1984)], TigSE^JXaT^y^E^J^ 

C 0 0 1 4 ] 

*^««IC*5V^T rae?J $fc{i TDNAJ 2*mDNA(0*i*6.-r, ^tl^m 

fie•r5■^ryx®fe*t;7::^^•b>;^^i:v^ofc§l*^DNA*a$•r5@l•pfflv^6n 

? (DNA) ^tCMSL^V^ffiO, thy*/ADNA^-g-ty2*ilDNAfc<ttfc 

DNA^^tfl^^DNA (lEM) Mt;CKiElii:tBffiWiS:SB^J^*-r§l*liDNA ( 

mmm) . fc'<fcr>'i:n?.<DBrfr©(/^-rnt*^#S4aSo SfcSM rae?j ttzu tdn 

AjtCfi, !|t^(D3gSE?lJ(iH?iJS-^:i. 2. 3. 4. 5. 6. 7. 8. 9, 10, 1 

1 . 1 2 . 1 3 . 1 4 R t>' 2 9 ) XTTstEtl^ r fi e ? J t fc a r D N A J f£ It T * < . C 20 

» (**a^--^;^y7'rx/^>j 7> h*^) . ^^wRummt^) ^^-kts rag? 

J roNAJ A^S^^n^o SSf*tfcti:K»t*:?rn-F-r^ rffl 

e ? J $ ii r D N A J i: t T « , * 6^ S , <D ( 1 - 1 ) S ie fc <D 7. h 'J > 
x>h*|&ftT-e, MtB©E?iJS^: l~14Rtf2 97?5^$n5V^-rn*^<OltSigSiB 

?ijoffl*iE5ijf:M^7u ^<'-rx-r5iSSE5ij;&5^-r5 rjte^j *fctt tdnaj ^mif 

5 c: i: *^ T ^ 5 o 
t 0 0 1 5 ] 

fl^x-tfi; h m^<0 ^ y A ^ M<0 ^ a ^' ^ :2 - V t ?>m&^ t L r . 1IS^>/^^K* 

5)©afE?('tx^:ny){±, HomoloGene (http://www. ncbi. 
nlm. nih. gov/HomoloGene/)tCi»5|Bl^-r5i:i:A<T't5o*f* 
6^lctt,!|t^t;hieSE?iJ;&BLAST(Proc. Natl. Acad. Sci 
USA 90:5873-5877, 1993,http://w ww .ncbi 
. nlm. nih. gov/BLAST/) tcA^ It T — STS (Score ;^^gfeia<, 
E-v a 1 u eA^0T'*^OI d e n t i t yAM 00%^^-r) (O 7 i' -t y a > ^ 
#^5Jf#-r-5o ^(07 ^ -t y a \i n 1 Gene (h t t p ://www. nc 

bi. nlm. nih. gov/UniGene/)tA:tlbTtiS)nfcUniGene 
C 1 us t e r I D (Hs. T'^fS^) ^SrHomo 1 oGenetcX;'3-r?)c IS* 

t L X % ^ titz m^mmm&^ t h t (DMB^ a if (Dmm ^ L fc V 7. h 40 
5 -y h ^ if{te4!i?3a<Djte? ^gjg-r s c i: 1 5o *t3. ae? t fca d n a a. ii 

[0016] 

t¥oT*Wi!ffl©tC43t/>T TFcyR 1 I I afifi^J t/cti TFcyR I I 1 aOD 
NAj i:!/^^ E^iJS^T'lf tcJgS L*i/^l® t) , It^i^SE^iJ (E^J 
#^29) tl^\^ h F c yR I 1 I afiS? (DNA) -^^ ^(O^MW. 

Rtf^aSft^ 3- Kf sae? (DNA) % s ^ "T 5 ® t T* ffl 6 n 5 o mw^icii 

. E5"JS# : 2 9 tCfBK© h F c y R III a fie? (GenBank Acces 50 
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s i on No. NM_000569) ^(D'^'yxt^^u^, y h u if fS: E 
[0017] 

tfc*H^fflJ»tC43V^TrFcyR IIIb)lg?J^fc{irFcyR IIIbODN 

^1) T'^^nsfchFc yR I I I bite? (DNA) ^(omMW. ^mwRrs 
if^n- KT^ag? (DNA) ^s^rsaiT-fflv^ p,nso e 

^JS^ : 1 tcEijcD h F c y R I I I b 31 ? ( G e n B a n k Access io 
n No. NM_000570) ^(0-r't'Xt^iu^\ ^ y h a V tj: E if^ 

[0018] 

Sfc*B^ffl»tCt3V>T rMi gite^J ffcfi TMi gODNAj i:l>ofcfflig^fflV^§ 
^-&%,^E?iJ#^T'1tti:JiSLftl^ffiD. ^t^^SE^J (E^JS^Z) T?^^n§bhM 

i gag^ (DNA) ^on^f*. K-r Site? (dn 

(GenBank Accession No. S60728)-^^^-(5[)V'^7X/t>^-D 
[00 1 9 ] 

^fc:*B^^H»^i:fe^^T rNRG-zae^J tfca rNRG-2®DNAj i:V^-:?fcfflfS 
^fflV>§^^fe. E^J#^T-ff (cJiS L* V-Rg 0 s #SJSaE?iJ (E?lJ»^3) T'^^n 
SfchNRG-2ae? (DNA) ^©Hi^f*. ^Sf*:R ^ ;S: 3 - F f 5 

afe? (DNA) ^^^r ^mwiz-m^^^n^o *tt6^jca. e^j##: sfciaecnh 

NRG-2ae?(GenBank Accession No. AB005060) 

, ^ © v> X * ^ P ^\ ^ y h ^ a ^' tj: E i)'^ ^ n ^ o 
[ 0 0 2 0 ] 

t fc * ^ » ic T r ^ y 41 -^ - -t? 3 a g ? J t /£ ti r ^ ^ y ■:^ - -{f 3 (D d n 

Aj i:v^■^fcffli§^^l^S^^^>. E?iJ»-^T-#tJgSL*v^|5gf3. If^i^SE^J (E^J 

s^4) T'^^ns t: b'N^^y + :^--If 3ae? (DNA) ^©iBiiSf*. 
i>'p»ft* ^^n- Ff §ag? (DNA) %s#-r«@gT'fflv^6n5o ^fiwica. 

E^iJS^ : 4 tCie^cD t F -\4^y 4-:>---lf 3ae? (GenBank Access i 
on No. U5 1 333) ^ oyr f 7. ^ a i;\ 5' y V ^ u ^' fj: ^ if^ tl 

[ 0 0 2 1 ] 

rc^^immmicisi^T rHM7 4ae?j t/ca rHM7 40DNAj t\^^ -D tzmm^m 

E^JS^T-#tm^ V>IS 0 > ^^^mmm (E?iJS^5) T-/T>^tl§k 
FHM74ae? (DNA) ^©|pIS^«c, S S tf SI »I* * if ^ rj - F "T § M g? 
(DNA) ^ra#-r§aiTfflV^P)n5„ ^ftWfctt. E^IJS^: 5tCf5«cDt:FHM7 
4ag?(GenBank Accession No. 010923)-^. ^cDv-i/ 
X>-^-tn^(GenBank Accession No.NM_030701)^^'> 

[ 0 0 2 2 ] 

S fc*B^ffl»{i:j3V^T TR E G III ag?J SfcarREG IIIfDDNAjtV^ 
^ fcffllS^fflV>5^^«, , E5iJ#^T*1tJCJgSL4v^|5| D , ^^i^mm^ (E?iJS^6) 
■e/jxStlS F R E G I I I ag^ (DNA) ^©ISI^Sf*. S S t>*il * if 

;ir3-F-r§ag? (DNA) *s^-r5ag-efflv^e.n5e *i*6^icfi. e?ijs^: e 

tCia«<Dt:hREG IIiag?(GenBank Accession No. N 
M_002580)-^. ^■©V'>X:t^t^>^(GenBank Accession N 
o.NM_011036).7-yF>-^tn^(GenBank Accession N 
o. D23676):&i:*^S$$n§o 
[ 0 0 2 3 ] 
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l/^S^^t. E5iJ##T'?ttcJg^ U^cl/^K !? . (E?iJ#^7) T'^sSnSli 

hLPAPiie? (DNA) ^©rafiif*, ^s«tstfii«f*=s: if^rn- K-r sae? 

(DNA) ^S^-r5agT'ffll,^P.n§o ^^j^Wtca. E^iJS^: 7tciSS<DthLPA 
Pjie?(GenBank Accession No. X 8 ] 4 2 2 ) ^ , ^ (D 
X:i->^-n^*(GenBank Accession No.NM_016933).7'y 

[ 0 0 2 4 ] 

fZ-c^B^iHSStCiol^T TMi p-1 jSite^J Sfcti TMi p-1 /?©DNAJ ^l^-s/c 
ffli§«:ffll^4^^fe. E5iJS#-pltJCiiS L:Q:V^|® 0 . ^mmmmm (E5IJS^8) T'?s 10 

tnsthMi p-1 nmm^ (dna) ^, ^-oimi*. ssf*RD*ii#ft:^ifi&3- 
K-rsae? (dna) %s$-r5@gT-fflv^p.n5o «»Wfc(i. e^j#^: s^ciee 

Ol:HMip-ljSa<E?-(GenBank Accession No. J0413 
0) ^(O-T'^Xt^'Eu^ (GenBank Access i on No. NM_01 
3652)^^-yh*tn^(GenBank Accession No.U0643 

4 ) a H nso 

[ 0 0 2 5 ] 

■p/cffl|g^ffll/^;5^^t. E^JS^T?ttc^i^L^t/^llD^ If^^BE^J (E?iJ#^9) 

T'^v^ d h L --tr u ^ ^ >ae^ (dna) toymm^. ^m»^zfmm»^j. a 20 
^a-Ktsae? (DNA) ^a^-rssg-efflt/^e-nso e?ijs#: 9 

tCfH«©thL--{rUi'^yae? (GenBank Accession No. N 
M_000655)-^>^®T'i77.*tD^' (GenBank Accession N 
o.NM_01 1346). -7 -yh*tn.i7 (GenBank Accession N 
0. NM_0 1 9 1 7 7) fjiEffn^tn^o 
[ 0 0 2 6 ] 

Sfc*H^^ffl»^C^5l^T rEGFLSae^J tfcfi rECFLetDDNAj tV^-:)fcffl^ 
^.ffll^S^^t. E^JS^T'^tJg^L^V^ISt). ^^mmM (E?iJ#^10) T?^^ 

nsfchEGFLsae? (dna) ^(ommw. ^mi^Rummi^^ji e^zi - vt 

Sae? (DNA) «rS^-r5®gT'fflV>&nSo E^JS^: 1 0{c|2«© 30 

thEGFL6aG?(GenBank Accession No. NM_0155 
07)-^. •f-(D-7'^77.4->*ai7" (GenBank Accession No.NM_0 

1 9397) . 7 7h*tn^*if*^S"&?nSo 
[ 0 0 2 7 ] 

$fc*0^»»tC*5V>T riDOae^J ^tcli riDO^DDNAj tV^ofcffl^^ffll/^S 
^^t. E?iJ#^-elttc|g^ L^V^Il 0 , It^iSSE^iJ (E^JS^ 1 1) T■^^^n§th 

iDoae? (DNA) jf', ^s<*RtfKaif**if^3-K-r5ae? (d 

NA) %a^-r§atT'fflv^e)nSo «i*s^tc{i. ejijs^: i itcieetDth i Doa 

e^(GenBank Accession No. NM_002164)-S^. ^-Ov 
'i'X^^-D^*, 7 ■>h^t>^ra^* (GenBank Accession No.NM_0 40 

2 3 9 7 3 ) % n«o 
[ 0 0 2 8 ] 

^/c*H^*ffl»tcfci^T ri I - sMB^j ^fcii r i l-bcddnaj t\^> -o fcmm^ m 

E?iJS^T?1tfcJ§^ L*I/>IS 0 . ^^iSfiE^iJ (E?iJ#^ 1 2) T'^^nS 

thi L-aae? (dna) -^^ ^<ommi^. ^m{^Rumm»ii E^=t- ?>mB 

? (DNA) ^a#-r§@iT'ffl</^P)n§o E^iJS^: 1 2{ciE«<Dth I 

L-8ae?(GenBank Accession No. NM_000584)-^ 

[ 0 0 2 9 ] 

Sfc*iBifflSJcj3v>T rcD 1 1 cae?j ttcii. rcD i i c<ddnaj i:v>ofcffli§ so 
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ns^hCDi 1 cite? (DNA) tommi*-. ^mi^Rxfmmi^rs: ^i^a- h't 
(DNA)^^a#-r5agT-fflv^&ft5o«f*6^ti:a. ia^j#^: i3{ct2«® 

llhCDllca{E?(GenBank Accession No. NM_0008 
87) ^(DV-^77.^x^rO^\ 7<yh4-x^D^- (GenBank Access i on 

No. NM_03 1 69 1);&if*^S-&Sn§o 
[ 0 0 3 0 ] 

*fc*B.^«B»tc*5V^T rTLR2ae?j $ « ttlrzodnaj J: o fc ffl |g ^ ffi 
v^S^^fe. E^iJII^T-l^tcJiS »j > 1f^«aiB3?iJ (iS^JS^ 1 4) v^.^ti?, 

tMLR2ae? (DNA) ^ t; R # ^ ft if 3 - K "T 5 « 

? (DNA) ^S^-r^at-effil^^n^o ftitWtca, E^J#^: l 4tCt2«Ol;hT 
LR2jtfe?(GenBank Accession No. U88878)-^, ^© 
V'J'X.^tD^^ (GenBank Accession No.NM_01 1905), 
^ -y h 4-> ^ n ^* ft if a ^ ^ n 5 o 
[ 0 0 3 1 ] 

^mmmic:ts^^x r^^ij^^u^t^Kj tit, RNAfejcoPDNAov^-rn^ts^-r^ 

fflgT'fflV^enSo ft:J3. ±feDNAtca, cDNA, -JrV A D N A . Sl/^^DNA© 
V^-fntA^^tnSo tfc±ISRNA{Ct4. tota 1 RNA, mRNA, rRNA. 
&tf^J^c(DRNAcr)V^-rnfe*^#tn5o 
[ 0 0 3 2 ] 

(BB?IJS^:i5, 16. 17. 18. 19, 20. 21, 22, 23, 24. 25. 2 

6 . 2 7. 2 8 $ a 3 0 ) T' ^ ^ tl § T > ^ g j ^ T ( .-f" U ) 7° 9^ K J fc 

T'ft<. cn?, i:4!|%^6^il^;b^ra^T-^§ c i:;&|®Si: UT. ^OPlJlf* it^^u-^f^ 
XZf^^ X^^VT> h) . ^Sft, RUf*. fiK^ft:Rtf75yKj^«if*ftif*tS^5nS 

0 ii T-** n ^-fc LTa. 11 y/^^Kic5^jS-r§^>>x-^^ >y hft ^ffl^i^acT) 
^>/^^K*^~^J7I^T't. Ctl5.aHonioloGene (http://www. neb 
i. nlm. nih. g o v / H o m o 1 o G e n e / ) <t t) IB) ^ J n « g ^ O tg* 

a©ftV^iSf>/^^^K$/c:{i itsV) -<:f^Vt. '>ft<i:?.70%. »tL<a80%. 
<t(3»*L<«9 5%. ^e.(C=fcD»tL<{i9 7%ffi[plftfe(r)^^{f5i:i:*^T'tSo 

[ 0 0 3 3 ] 

«^oT*B^Jffl»(CfcV^T TFcyR I I I a ^y/i^Mj ^ fc li ^ IC TPcyR I I 

1 aj ti^^r^rcmm^^i^^^m-^. simm^z^^icm^Ltju^m') . ^ y mm^i ( 

E?IJS^30) T'^^nSthFc yR I I I a^^O^mm^. fi!cl?S 

»RrfT5.ymmmw^E^^'^r?,m^r'mi^^n?>. mwmicii. mmm^ : 3 o ( 

GenBank Accession No. NM_000569)tC|Bi$O75yK 
E?^J^#-r^fchF c yR I I I a^. ^(DV>i7X*^n^\ ^ y h^^rDyftifA^Q 

[ 0 0 3 4 ] 

^;rc*^8e»t<:fcV^TrFcyR IIIb^^/^^'Kjt/cti^trFcyR III 

bj i: v-'o fcffls^&ffl E^js^T'iticjgs bftv^pg D , ^ / mmm (E 

^JS^l 5) l?^?n5t:hFc yR I I I b^^<DmmW. SSf*. R»<*. fi!t^{^: 
S.t>'7 = y Kif |fp<*ft if ;&S$^^iigT'fflV^S,n5.o S<*WtC{i. E?IJ#^ : i 5 (G 
enBank Accession No. NM_000570){Cffitt©7 = y^E 
JIJ^^-rSthFcyR I I I b^. ^©^■i7X4->^Dif. 7'yhJ^tD^-ftifA^S# 
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[ 0 0 3 5 ] 

m^t>. E?'Js^T'4$icjg^L^i>i5io. i^^T y m^m (e?ijs^i 6) T'^^n?. . 

B-efflVCn^o M^JjWtctt, iB?^JS^: 16 (GenBank Access ion 
No. S60r28) fCfB«©75/i?E5iJ*S-r5l:hMi g-^. ^(O'^'^T.t^^Ea 

[ 0 0 3 6 ] 

*fc:*H^i|ffl»Kt5V>T rNRG-2^'>'/^i'«J Sfctt^JC rNRG-2j i:V>-pfcfflig 10 

^^nS t h N R G - 2 ^^(D|Hl)Kf*. ^Si*. fieE<*Rt>*7 5 y SE^fPft^ if 

*S#-r5®tl:-ffiV^?>n5o «t*Wtca. E?iJS^: 1 7 (GenBank Ac c e 
ssion No. A B 0 0 5 0 6 0 ) tC|B«075/SE?lJ*WrSt: h N R G - 2 

[ 0 0 3 7 ] 

3J i:l/>ofcfflg*fflV^5^^fe. E^JS^T'ltlcJg^ L*V^|5| t) , 1t^75ySlE?iJ ( 

i*Rt;7 = /Ki»iP<*^i if^a^-r§®tT'fflV^^n§, *f*:&*ltC{i, E^IJS^ : 1 8 ( 20 
GenBank Accession No. U51333)(C|e«(D75yKE^J^ 
Wr5t;h'N + y + -t--b" 3^, ^©v^x^^rny, 5 >y h 5^^ * a H ? n 

[ 0 0 3 8 ] 

S/c:*H^iifflStCt5l/^T rHM7 4^>'>'^^Mj S/cti^lC rHM7 4J ^l/^ofcfflg^ffl 
EJiJS^T'lttcJgS t *V^IS D , 1tS75/BIE5iJ (E^iJS^l 9) T' ^ 
n 5 11 h H M 7 4 ^^(DIBli^f*. gSf*. ^BI*Rtf7 5 / if^S^ 

■rsagTfflV^enSo ft^^Wtca^ E l 9 (GenBank Acces s i 
on No. D. 1 0923) tCie*c©75/SlE?iJ^WrSl:hHM74-^. ^OV-^ 
7. J^^^a^' (GenBank Accession No. NM_030701), 30 
h * * a ^* S ^ ? n 5 o 
[ 0 0 3 9 ] 

$ fc*Wiffl»lC fcV>T TR E G I I I ^ yA^Kj ^fc\,tW\C TR E G I I I J 
ofcffi^^ffll^^SJi^t. E?iJ»^T-if fcJgS I? . 1t^75yKEyiJ (E^JS# 

20) T^$n?>l:hREG I I I^^<DlBl«<*. ^Stt^ fiit^{*St>*7^y 
K1fg|if**if^S^-rsag-efflV>S>nS, :Rf*Wtc{±. E?iJ#^: 20 (CenBan 
k Accession No. N M _ 0 0 2 5 8 0 ) 12 « O 7 5 / KE 5>J * W f 5 
UKREG III^. ^©vi/X*^n^*(GenBank Accession N 
o.NM_011036)x^-yh*;^n^'* (GenBank Accession N 
o.D23676)*ifA"!a$?n'5o 40 
[ 0 0 4 0 ] 

f fc * iia » tC *i V> T r L P A P ^ > K J s fc a # ic r L P A P J i: V> o fc ffl l§ * ffl 
E?'JS^T-1ttctg^L;5:l.^[®0> ?t^7^/eE?'J (E?iJ##2 1) 

h L p A p ■^^£DiBi]if*, SSI*, mm'^. m'^^xst ^ /m.'^m'^fs.^n:^^ 

-rSffilT'fflV-'PynSo *«:6«|tCtt, E?IJ## :21 (GenBank Accessi 
on No. X81422)tCs2®07^/KE^J^*-r5t:hLPAP->f>. ^OV^ 
7. 5f;^^ai^ (GenBank Accession No.NM_016933),7'y 

[ 0 0 4 1 ] 

S * ?3 iffl *5 V T r M i p - 1 /5 > A K J t /-c a # ^c r m i p - i /s j i: ^ so 
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ft^:ir^S$1-5®gT'ffll>e.n5o ^^^e^tca. mmm^ :22(GenBank A 
ccession No. J 0 4 1 3 0 ) {CfB « © 7 5 7 if E ?lj ^ f « t h M i p - 
1^^. ^©v^7.*^D^-(GenBank Accession No.NM_01 
3652).'7'>'b*tn^^(GenBank Accession No U0643 

4)*if*^s^^n§„ 

[ 0 0 4 2 ] 

*fe*W«8»Jcfev>T r L --b t/ctt*ic rL--bbirg^>j i: v. 

^fcfflM^fflV^5«^fe, E^J#^T'1f terns L*V^|®^). 1tS75/^E?iJ (E^Jft^ 
23) 7-^$n« t h L --b ^y^^cDlHlSft. ^Mft. K»flw, mmi^-RUT i y 
i?<ii|if*=5:if^S#1-§SlgT'fflV>^n5c 23 (GenBan 

k Accession No. N M_ 0 0 0 6 5 5 ) tc|2« ® 7 5 7 KE^J ^ W § 
t h L --b L.^^>^, ^Ove/X*^ n^^ (G e n B a n k Accession N 
o.NM_01 1346).5-yh*^nif(GenBank Accession N 
o. NM_0191 77) *if*^S^?n5o 
[ 0 0 4 3 ] 

^fc*H^lffl»^Cfc^^T rEGFL6^>/^^^Hj t/-c{i#tC TEGFLej tV^ofcfflS 
^fflv>§^-a-€>. E^JS^T-^ttcJg^ t^V^H t) . i|fS75y^E?iJ (E^JS^2 4) 

7I^^ns^:^EGFL6^^®|glK^*. ss^. sKM^^stf 7 5 y Ktf fpf*^ if 

*S#-r§SigT'fflV^e,n5c ^^Wtca. E?IJ#^ :24(GenBank Acce 
ssion No. N M_ 0 1 5 5 0 7 ) tCsB«©7 5 7 KE^lJ^W-rS k h E G F L 
6^. ^^DV'^77..t^^rDy(GenBank Accession No.NM_019 
3 9 7) .■■7>yh*€-n^'-;S:i:*^a#$n.5o 
[ 0 0 4 4 ] 

S/c*0^ffl»^cfev^T r I do^^/^^'Sj sfcfi^tc r i doj 1 fcffl l§;&ffl ^^ 5 
h I D o^^o^^f*. ^Sf^c, niift^ ^B<*st;75 yKiiip<*;S:^^a#-r-5a 

g-efflV>f,tiSo mWff^lCii. E^J#^ :25(GenBank Accession 
No. NM_002 1 64) tCf3«(D75/i?E3^J^§-r5l:h I DO^. ^OV-i^X 
*;^-P^^, •7>yh.t>tD^'(GenBank Accession No.NM 023 

9 7 3 ) * H*^a#^nso 

[ 0 0 4 5 ] 

t/-c*^8H«{c*3V>T ri L - 8 ^ y^ii7Kj ^fdi^ic rji-sj t\.--otz^m^^ 
V^S^^t, E^^JS^TfttcJgS L=S:V^ffi 0 , #S75yKE?iJ (E^J#^2 6) T'/t^^ 

•r§SlgT'ffll^P,n§o Sft65tC(i, E?iJS^: 26 (GenBank Access i 
on No. NM_000584)tcfE«O75yffiE?lJ^Wr5l:hIL-8'^, ^■ 
£0 v>> X * * n if , ^ >y h ^: n ^- * if S $ ^ n -5 o 
[ 0 0 4 6 ] 

t /-c*B^lffl»lCfcV>T rc D 1 1 c fiy/i^n^ ^fcltmiC rc D 1 l c J tV^ofcfflS 
^fflv^^^^t. E^J»^T'1f icfgS L*^^ffi D . #S75y^E^J (E?iJS^2 7) 

^^nskhCDi 1 c^^torasef*, fig^»sa*75/K<iiftif*^t- 

^S^-r§agT-fflt,^&.n^o m^e^tca. E?iJ#^: 27 (GenBank Acce 
ssion No. N M_ 0 0 0 8 8 7 ) tCfBtt07 = / g?E?iJ^ Wr § t h C D 1 1 
c^. ^©V>^;x^^^a^'^ 7 -yh^tD^- (GenBank Accession N 
o. NM_03 1 69 1) *if*^S^?n§o 
[ 0 0 4 7 ] 

trc^mmmici3\,^x r t l r 2 ^ > a j s a * r t l r 2 j i: ^ ^ ig ^ 

(/^S^^fe. EJiJS^T'^tJgSb^V^ISO, 1fS7 = /KE?iJ (E?'J#^2 8) T'^^ 
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-rsaaT-fflt^SnSo Rf^Wtcli, Ba?iJ#^: 28 (CenBank Acce s s i 
on No. U 8 8 8 7 8 ) f<:|B«(D7 S / i!E?iJ%*-r S h T L R 2 ^-ODV 
X*^a^*(GenBank Accession No.NM_011905)^'7>y 

[ 0 0 4 8 ] 

[ 0 0 4 9 ] 10 

* B^)ii#li:*5 It §riBDJi:tJ: inflammatory bowel diseas 

eoBST'fet), B^vii.fk&itmmmt^i£ti^o mmij'ibmm^izm^ (u i c e r a 

tive coiitis:UCi;BS$n§)i:i'n — >#|(Crohn' s dise 

a s e : C D i: IS ? n 5 ) fc ? n T V^ 5 , • 

[ 0 0 5 0 ] 

? P. * iiffl » t3 1/^ T r s V - A - J t (i . i e D o s B © w ^ . s g cd s g g l < 

ntca. I B DiDSSfcMil LT^ttrt. #lc*SiiB^KfcV>T, f6 ^ f] f 5 il ^ 
[ 0 0 '5 1 ] 

t^K^mmmicis\,>ri^}Sinsit^^ ^iwmmj tit. iBDtu#v^*5§^(DFcy 

R I I laae?. FcyR 1 I IbSfi?, Migfie^. NRG-zafi?. 'n 

+ y4^±--b' sae?. HM74jie^. reg i i im&^. LPApaig^. m 
ip-i/sae?. L --bi^ ^ ECFLeae?. looae^^ il-s 
m&^. CD 1 1 cMB^ttzitT I R 2m&=?ti^^m.±^t?>mm^mto *{*wtctt 30 
:^ IS Si ^ R t>* ^ o ^ a iia «s ^ if ^ -r o 

[ 0 0 5 2 ] 

WT, cnSOFcyR I I I aae?, FcyR I I Ibae?> Migag^. 

NRG-2ffle?. ^■r-'if sme^. HM74ae?. reg 1 i lae? 
. LPAPae^. Mip-i/3ae?. L--tru^^>ae?. EGPLeae?. i 
Doae?, iL-sae?. cDiicaG?t5j;t>'TLR2ae?(«TcnecDa 
e?^^#-a-T*^waG?i:f4;-r5«^*<fe5) . mificcti^(onm&^ (fc yR 

Ilia, FcyR IIIb,Mig,NRG-2,'N+y + -^--{f 3,HM74. 

REG I I I. LPAP, Mip-lj3, L--febi'f->', EGFL6, ID0. IL 

- 8 . CD 1 1 c> tSi.XJT LR2. \:AT C tl (D ^ y ;^ i' %^ X ^ y ^ M. 40 

[ 0 0 5 3 ] 

(1) 1 BD£D;^Sv-A-t5j;t/^-©JSffl 
(1-1) JJ^U5fi'U;i-^K 

^^WKiSttS FcyR Illaae^a, CD 16aae?feL<ttFc-ga 
mma receptor IIIaae^i:fenftJn5i>ftl(Dae?TS5o0>JK.f^t 
V^^(DY c yR I I 1 afflfi^i:LT{i> E;?iJS^29lcS^-r=l^U5«i'U;J-f-K*^a 
enrtsD (GenBank Accession No. NM_000569)„'f- 
05J?S*iitJ:ov-'TfePeltz. G. A. Proc. Natl. Aca 

d. Sci. U.S.A.. 86. 1013-1017. 1989 tcie«^ 50 
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[ 0 0 5 4 ] 

*Mi^(Ci3ltS F c y R Illbite^fi, CD 1 6 b ?, L < fi F c - g a m 

ma receptor I I I b il e ? ^ ?> Bf n ^ 1^ ft )1 T' 5 „ P ^ {f t: h 
**©F c y R III hm&^t LT(i. E?iJS# 1 Kyjitt^V 7 ^ U t KA^ftSn 
T43t)(GenBank Accession No. NM_000570) ^(D^ 
#^StCOV>TfeR a V e t c h. J . V. 5. J. Exp. Med.. 17 
0. 481-497, 1989 t IB «^n5ck5t 1^551 T'feSo 
[ 0 0 5 5 ] 

*^iS{Cfe{t5M i gae^am o n o k i n e induced by gamma 
i n t e r f e r onafc?feL<fiCXCL9ae?i:feBf(fn§i.^»oae^T'*§ 

0 ^J^ti'V:h**©Migae?i:LTtt. 2 icynt V ^ i7 ^ ^ y t'^^ B ti 
T:fc»)(GenBank Accession No. S60728),^cDgjf#7^j£ 
KOV^TtFarber.J.M. P> . Biochem. Biophys. Re 
s. Commun.. 192. 223-230. 1 9 9 3 |g « $ n S J: 9 1^ 

[ 0 0 5 6 ] 

*^B^{C*5tt5 NRG- 2 neuregulin 2 L<aNTAKii 

fe?i: €>iq^(i-n§i>ft]CDiie?T-fe^. ^J^tft bEb*(DNRG-2ae?i:LT{i IB 
J^J#^3lC,i^-r4<y 7 ^ ^ FA^ft^tlT*3 0 (G e n B a n k Accession 
No. AB005060) , ^OB^ffT^ffitCOV^TfeCarraway. K. L. 

^' Nature. 387. 512-516. 1997 {cE«^nS<fc 

a ic to -e * § , 

[ 0 0 5 7 ] 

*f8B^{Ctett §^4^y^^-^ 3 (hexo kinase 3 ) « fi^ {i i> ^ © « ? 

^ K*^-ft]e.nT^3'? (G e n B a n k Accession No U5133 

3) . ^■OIS^^#^a^CO^^TfeF u r u t a. H. a. Genomics, 36 

206-209. 1 996 lCt2«$n§<J:atCi.^toT*fe5o 
[ 0 0 5 8 ] 

*fgB«tC*5tt^HM7 4iie?(ic h emo k i n e receptor HM7 4ae 

^ 5 tC7,.-r.-h°>J 7 ^ KA^ft^nTfeO (G e n B a n k Accession N 

o. D10923).^(7)^^f7^ffi^^-^^^TtNomu^a.H. c>. int 
Immunol.. 5. 1239-1249, 1 9 9 3 fc 12 ^ n 5 J; 3 i.^ » T' 

[ 0 0 5 9 ] 

*^H^(C*3tt§R E G III ae^ap a n c r e a t i t i s - a s s o c i a t e 
d prote i nae?i:iBf{fn?.l.^ftoae^T'fei,<, fi?lJ^{i'fch^*cDREG 

1 I \ m&^tLXlt. E^J#^ 6 lc^-r4< 'J 7 ^'U;i-^K*^ftje,nTfe«3 (GenBa 
nk Accession No. N M _ 0 0 2 5 8 0 ) , ^ O 5! 7^ S t O ^,^ T % D 
usetti.N. J. P), Genomics. 19. 108 — 114 19 
9 4 t IH« ? tl S i 5 t l^ftj T' 5 o 

[ 0 0 6 0 ] 

*IS^tC*5ttSLFAFae^fi.. Lymphocyte p h o s p h a t a s e - a 
ssociated phosphoproteinae?, «>L<(i:protein- 
tyrosine phosphatase receptor-type C pol 
ypeptide-associated protei n 'SB^ t i> of l£ tl ^ 'j): ^ <D M 

^F*^»]6ftT*5»)(GenBank Accession No. X81422) 
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^<D3it#:??ffifrCOl/^Tt>Schraven.B. J. Biol. Chem. 

269. 29102-291 1 1, I 9 9 4 irCmmt tl ^ ^ 0 $> o 

[ 0 0 6 1 ] 

*f?0^ti:t5tt^Mip-l/?Jie?asmall inducible cytokin 

e A 4jie?i:fepfifn5i^si^ojie?T^fe5o m^i£\^ h^^<ou i p - i /^ae? 

tLXiti. E5iJS^8tC^T4^U7i7l/:t^F*^aie>nTi30 (GenBank Acc 
ession No. J04130).^-eD?if#>jatCOV>TfeLipes,M. A. 

Proc. Natl. Acad. Sci.. 85, 9704-970 
8. 1988 lCl2ic^n5<t9tC 1^.^ T 5 o 

[ 0 0 6 2 ] 10 

*fS0^^Ct5tt^L--feb^7f'y (s e 1 e c t i n L) iie^ti^ftlOffle^-efe^o 

5338tlT*50 (GenBank Accession No. NM_000655)x 
^05^f#75"}itCOl^TfeSiegelman.M. H. 6. Proc. Natl. 
Acad. Sci., 86, 5562 -5566, 1989 ^CfB«$n5<fc^ 

ttl T ^ o 

[ 0 0 6 3 ] 

*^B>BtCt5tj-5EGFL6ae?tt epidermal growth factor- 
like 6 a e ? i:fepftfn^i>tei^Dae?^-efe^o ^j^tfi: hs*oE g f l eae 

?i:bTti. iE^JS^10tc^'r.1^U7^l>;i-^K:^^ae)nT*5t) (GenBank A 20 
ccess i on No. NM_01 5507) . ^fD®t#)3atCOl>TfeYeung 
, G. e>.- Genomics, 62, 3 0-4-307. 1999 tC|S«?n§ 

3 i> a 5 o 
[ 0 0 6 4 ] 

$l§0.^^Cfctt5IDOaG?tiindoleamine 2, 3 — dioxygenas 

eag?i:fe*tfn5i:^ftitDae?T*feSo fi^j:^.tfth**oi Doae?i:bTa> e 

^JS-^1 MC5^T>1^U5?^U;i-f'FA^ftl6nTtet) (GenBank Access i o 
n No. NM_002164).^'CD8ii#75ffitCO(/^T*>Dai..W. Bi 
ochem. Biophys. Res. Commun., 168. 1—8, 
1990 tcfHtt$nSJ;'5tC^aT*fe5o 30 
[ 0 0 6 5 ] 

*fg0^tCfcttSI L-8ffle^tii n t e r I euk i n 8 M t i> ^ l£ ix ^ 'li ^ (D 

Ut^h*ff^^ibtir^O(GenBank Accession No. NM_000 
5 S 4 ) . ^ (D^Wy5 m^-D^^r i> S c h m I 6 . J . h . J. Immunol. 

139. 250-256, 1987 tC|2e$n^J:3tCi.^»5T$)^o 
[ 0 0 6 6 ] 

*fg0^tc4ott^CDllcffle?i'i leukocyte surface antige 
n pl50,95 alpha subunita^E?^^>b<^iintegrin 

a 1 pha-xae^i:fe»fa*n§i.^»iDae?Tfe^o ^j^tftihs^ocoi 1 ca 40 

e?i:bTa. E^JS^13frc^f4^U7i7U;i-^K*^a]e>nTioO (GenBank 
Access i on No. NM_000887) . ^-O^fiT^ffitilOl/^T^iCorb 
i.A. L. e>. EMBO J., 6. 4023-4028, 1987 IB « 

[ 0 0 6 7 ] 

*fg9>^tC:lott5TLR2ae?tito 1 1-1 i ke receptor 2aG^i:fe 

tC^-r4^U7i7U:t^KA^ft]6nTfc?) (GenBank Accession No. 

U88878)^^OffiJt#75r}itCOV>TtRock, F. L. 6, Proc. N 
at. Acad. Sci.. 95. 588-593. 1998 tC|2ffi?nSJ: 50 
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•5 1^ ^ § o 
[ 0 0 6 8 ] 

*ii0^a. tua-r § ck 9 ic. I B Dicmmbrcmm(D:km (^s) ffl^tc^v^T, ie^^^ 

(mm) m^lCitLX. FcyR I I laae?. FcyR I I Ibag?. Mi 
gSfc?. NRG-2ae?, Site?, HM74iie^. REG I 

LPAPae?. Mip-ipafi?, L--trb^^>ae?. egflg 
afc?. iDoae?. iL-8ae?> coiicae?, 43<ktfTLR2iie?*^it 

[ 0 0 6 9 ] 

S^^fli-rSilirtCjCoT. BDtcm-SLTI/^^A^SA^tfcfi ^COSMOS 

tfc±fB4-°U 7 Kti. ti^O (3 - 1 ) mKsimt^^ 9^ I B DO^B?. a5f# 

trciiibmic^m^£mm^m<Dx^v--yifici3^>r. PcyR iiiaae?. f 
cyR iii^bae?. Mi g»B^. NRG-2ae?. -N + v4-:>---tf sae? 

. HM74ilfc?. REG I I IfiG?, LPAPSe?, Mip-l/SSe?. L- 

■bi^^^^afc?, EGFLsae?. iDoae?. ii-sae?. cDiicae 

*-) i: LT fc#fflT'S«o 
[ 0 0 7 0 ] 

*f|0^O^av-*-a, Mf2F c y R III aae?. FcyR III bSe?. 

M i g afe^. NRG-2afi?. ^.t.y4.^_.tf 3ae^. HM7 4iie^. REG 

I I i^jffe?. LPApafe?. Mip-ijsae?, L--trp^'^>iie^^. egf 

Lsafc?, iDoafc?. iL-sae?. coiicae?. s/ctiTLR2ag? 

[ 0 0 7 1 ] 

«l*6gtca, *»B^cD^gv-*-a, E^JS^29tCfa«(DFc yR I I I aSe? 
©mSE^Js E?iJ#^ 1 {ci3«cD FcyR III b « fi? © ^ SIS ?ij . E^iJS^ 2 (c K 

ie©M i g ae? (7)«sE^j, la^ijs^ 3 ctettoN r g - 2 a^^fiD^SE^ij. 

E?ijs^ 6 icis«© R E G I I I mm^(Dmmmm. e^ijs^ 7 fciEK© 
LPApafe^o^aE^j, E?ijs^8tciB«£DMip-ijsae?cD^aE?ij. e^js 
^9iciim<DL--t\y^^>m&^<ommmm. e^j#^i ofcee^EGFLeae^ 
(oiMm^m. mmmm itcfB«(oiDoae?cD^SE^j. E?ij#^i2ictB«©iL 

-8fflfc?(D^SE5iJ. E^JS^13tcf2«<DCDl 1 cae?(DtgSE^J, ^fcfiE^J 
»#1 4lClH«©TLR2ae?©^SE^JlCt3I.^T. ag^t-§'>*<i:?.l 5i^S^# 

^ C *^ T- 1 « „ 
[ 0 0 7 2 ] 

<: C-ptiS6«I*4<"J ? K (fflfflffl. iM®) MIBF c y R I I I aSe? 

s FcyR Illbafe?, Migae?, NRG-2ae?. ^i|^y4^-:>---{f sa 

fc?. HM74ae?. REG I I lag?. LPApafE^^. Mi p-1 jsae^. 
L--bb^g^>afe^. EGFLeae^. looae?. iL-sae?, cdiic 

ae?> S T L R 2 ae?©ilSE^J*^ 6. 7 U;^-^ Kc0^fiE?iJ. t fc 

^«»E^JtC43V^T'>:5:<i:ta^L/-cl 5iS«ft(DigSE5IJ**-r§^©gi5^E5IJ (C 
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Berger and Kimmel (1987, Guide to Molecu 

lar Cloning Techniques Methods in Enzyme 

logy. Vol. 152, Academic Press. San Dieg 

0 CA) tcS^x^ns «t 9 4g^i*^v>{i >^p-:r;S:ie-&-r (T 

rixSSC, 0. 1%SDS, 37X:j@a<D^ft^^tf5Ci:*^T't5offiffiil«A^ 

»ttv>o ^t^cSlJ|5g^n^v^A^ j;0Mtv>/N-r:7u^-rx^ftfcbT ro. sxssc 
, 0.. i%sDs. 4 2X.^ mm. ic m l y v ^' x t l x ^ o . ixs 
sc. 0. i%SDS. 6 5'CjigS£Dj^?t^ft^^if5c:i:A^T't§o:ai*e^ica. 

[ 0 0 7 3 ] 

C ex. iEmffl!l©Jj<U5fi'b;*-^KCa. MSFcyR I I I aSG?> FcyR I 

1 1 bae?. Mi gae?. NRG-2ae?. ^^v^i---{f sag?. hm7 4 
ae?. REG 1 I lae?. LPAPae?, Mi p-ijsae?. L--bb^7^y 20 
ae?. EGFLeae?. looae?. iL-sae?. coiicae?. ^tcn 

T L R 2 3ie?cD«Sffi?iJ, S /•cS^-CDaJ^J-E^J^Wr S €> ® fcltT'^ < , ±t2ffiM^<D 
[ 0 0 7 4 ] 

^ 5)C±fBiEli©;J^ 'J 7 ^ U:*-^ KRtffflM^ (iM®) © d< U 5^ U ^ K « . 

m(Dmmxmm-^-ii-tLxmm^nxi>. ttz-^moTemxi^m-^-ij- tLxiSi 
ffl ^ n T <fc i/-" o 

[ 0 0 7 5 ] 

B T)(Dmm-^-ti-lt. *f*6^(C{i. MIBFcyR I I I afflfi?. Fey 

R iiibae?^xMigiig?\NRG-2ae?.'s4^y*:^--fr' sae?. H 30 
M74ag?. REG I I lae?. iPApae?. Mi p-i /3a e?. L--feu 
i'5'^ae?. EGFieae?. looae?. ii-sae?. coiicae?^. 

t fctt T L R 2 ae?®iSSia5lJ (^SE^iJ) *^e.*5J}?U ? KT-^oTtxtV^ 
^■Offl?IE?iJA^6.*?)>i<U7^'U^5^KT*-:>T€>J:V^o tfci:ne.*f|0^ae?t 

b < tii^ffle?jcs*-r54< u ? ^ bjj-^ K^ss^wtc (itseqfc) mmt ^ ^(oxsbti 

tf. ±IB^fiE?iJtfc«^OffifflE?iJOgi5^E?iJ*^B^5^-J<U?^'l';i-^KT'$.-pTtc!; 
v^o <:©«^. gi5^J-E5<J i: L Ttt. ■±IB±ftE3^J$fca^-OfflMIE?iJO«aE^JA^6ffijt 
(cl«$n5'>*<i:€,l51B<Dai^UfcffiiS«JSrWr5iK'J7i7l^ji-^K*^tfSi:i: 

*^ T- 1 o 

[ 0 0 7 6 ] 40 

*43. ciiT' ras?wic (itae^tc) ^ms-rsj tii. m ^ a y - y zr o ^ v mic ^\,^ 

Tfi. FcyR 1 I Iaae?> FcyR I I IbaG?. Migafi?. NRG- 

2ae?. ^4^y:*^t--if sae?. HM74ae?. reg i i lae?. lpa. 
pae?. Mip-i/jae?. L--{rbi'^>ae?. ECFLeae?. looae 
I L - 8 ae?. cDi icae?. TLR2ae?. $/-c(icn?)jcd&3i5-r5#'j 

7^b;i-f-K*^it#S6^lC;^tBT't5Ct. t/cRT-PCRffilcfeV^Tti. FcyR I 
1 1 aae?> FcyR I 1 I bag?. Mi gMB^. NRG-2ae?, 'N+V^ 

:^--tf sae?. HM74ae?^. reg i i lae?, LPAPae^, mi p- 
1 jsae?', L--bu^^>ae?. ECFLeae?. looae?^. ii-sae^ 
. cDi icae?. TLR2ae?. sfc«cin5)tS3S-r53i^»j?^'b;i-^KA<its so 
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[ 0 0 7 7 ] 

*iS0^cD^sv-A-«. m^ismmm^ 2 9icmmo:>F c y r i i i am&^<D^m 
mm. sim.m^ i (cib«<d f c y r i i i b ae^ojgsE^ij. 2 tEKooM 

i gme^commmffL mmm^ 3 icmm<0N r g - 2 me^(Dmmm^L mmm^ 4ic 

iH?ij.^E?ijs^ 6 fciefjo) R E G I I I ae?©JsaaH^j. e^us^ ? tciBK© l p a 
E^j. E^j#^ 1 1 icm'm<D I D oae?©^aE?ij. e^js^ 1 2 tts«© i l - s a 

fc?0«SE5iJ. E^J#^ 1 3 tclBKO C D 1 1 c Jte?©i^»E^J. t fcfiE^iJS^ 1 
4 E«CDT L R zae^cD^SE^'J^fe i:tC. ^J^(?p r i me r 3( HYPER 
LINK http://www. genome, wi. mit. edu/cgi-bi 
n/primer/^primerS. cgO^^v^fi-^^r^-NTI (Infomax 

r ime r 3$fc{i-^^^-NT I©y7^<>X7^cA^^^T^#&n§. ■/ y ^ ^ - ^ fc 
[ 0 0 7 8 ] 

*^ T- 1 § o 

C 0 0 7 9 ] 

(1-2) :/n-7$/ca:/'5^'v-^ LTO:i<'J 7 K 

yR IIIaitfE?. FcyR Illbite?. MigSg^, NRG-2ae?, 

'N+y + -?---b- 3ae^. HM74ae?. beg i i lae?. LPAPa{n?, 
Mip-i^itfe^. L --b EGFLsae^, looae?. il- 
safc?. GDI lcafe?^>J;t>•TLR2ae^:^)^e,s^fnsv^■rn*^^Dae?^Dl§^i 

^ © S V - * - a , J: IB a e ^ © 1^ J: o T ^ C R N A S a ^ n (c a * 1- § 

t T* t 5 o 
[ 0 0 8 0 ] 

tea, ji^i 5bp~100bp. jftL<til 5bp~50bp. d;0»tL<{il 5 
b p~3 5 b p©tga*%Wr5t©*^^J^T-tSo tfci^(li7'D-:ri:LTfflV^Sil# 
fc(i. ffl^i 5bp~±E^J<DJgaigc, »SL<fil 5bp~l kb, c}:5»SL<fil 
0 0 b p~l k b(DtgSft;&#-r§fe©*<^^T'^5o 
[ 0 0 8 1 ] 

*%B^®5^Sv-*-{i. y-^yyuy hm. RT-PCRS. J_n. s i t u ^ ^ 
i; ^_.t"_,;^g i: i: v> o fc. # S « g ? ^ It S 6*1 It m "T S 1^ ^ © S 43 ^^ T . 

B DfC*5tt5 F c y R III a Sfe?, F c y R I I I b « ? . M i g « fi ? . N 

R g - 2 ae?. v4^:^-^f 3 ae?. H M 7 4 ae^. R E G i i i ae?, 
LPAPafe?. Mip-i/sae?. L--bb>7g^>ag^^ egfl eae?. i d 

Oak^. IL-safc?. CDllcfflfi^$fcttTLR2ae?©%:^O^fi|$/c:a 
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Ltz t o t a 1 RNA«:fflV^Tfe<J:t'>L. ?P)tCiSRNA«:fei:tLTSi!^n5^a 
CD 4^ U 5? ^ U :t ^ K ^ ffl 1/^ T J: l/> o 
[ 0 0 8 2 ] 

S/i. ^ftffljatC^ttS*^^^®^?©)!^??!]!^-^;!^^^ D N A y«:fijffl LT«I 

07"D-:7i:LT{$fflT§<:i:A^T't5 (fiajxtf, 7 y ^ >i h V y X^icD Gene 
Chip Human Genome U95 A. B.C.D. E<D^-&, 25bp<0 
g$<3D;j^ U 7 ^ K^o-:/!: LTfflV-'P.nS) o *^ « D N A . ^Wmm 10 

A^P>$g^L/cRNA^fci:li:PS^tl51ii?DNAt/c(iRNAi:/Nl':/'J^'l'X$-ti-. 
K/Nt'iru ^"-rXtc J; ^TJB«^n7-c±fa7'a-7 (*l60^3^S-7-* -) t<giSSDNA 
Sfc{iRNAi:©?g^i*i&, ISSiaDNASfc(iRNA(D^M^Jg^i:LTl^tB-r5Ci: 

t So 

[ 0 0 8 3 ] 

a ^ - A - * A. -e V > n M V > o It Si © J5I .tv - * - % ^ t? D N A «y (0 fij ffl J: n 

ffl *^ w 16 -e 5 o 20 

[ 0 0 8 4 ] 

^#<D:^Sffi^lct3lt5FcyR Illajlg?, FcyR Illbie?, Mig 

ag?. NRG-zag?, ^^y + :^-■^f sae?^. HM 7 4 3te?. reg i i 
lae?. LPAPae?. Mip-i/sae?. i -■bu^^y'MB^?'. ECFLea 
e?. iDoae?. iL-sae?. cDiicfie?t3j:t>*TLR2ffle?(r)t/^-fn 

^tiE'^^<D±mmmiDm^ thicmmt)^&^^^Ti>. w#p^o5§]iaotssA^ 2 et;^ 30 

±. »tt<a3fgJ-;^±(Dii^A^$*n§o «*WlC«Fc yR I I I a'MB^. Fc 

yR iiibae?. Migae?>NRG-2ae?. '\ + y4^•:^-■t:■ sae?, 
HM74ae?. REG I I lae?^ iPApae^^ mi p-i pmrn^. L--t 

=f- s EGFLeae?. looae?.. iL-sae?. coiicitg? 
t5j;c?TLR2ffle?ai B D r^^mmm^ynt (Dx- . ^^%(Di^mmt^-::nm.Lr is 0 

. Sfgl#tCOV>T I B D ©?is*^^tjn5o 
[ 0 0 8 5 ] 

( 1 - 3 ) ta<* 

*fiS^a. 1 BDCDi^Sv-;<7-i:LT, FcyR 1 I I aae?©l8iijg!^ (^'>'/^ 40 
^'Sl) (c:n%*WiM»tC43l/''TttrFcyR IIIaJi:tl>9),FcyR II 

I hMBi'f-o^nmmm c^y^^^m) ac n^:$imm9icis\,^r n tf c y r i i i b 

J i:tv^'5) , M i g&B^(D^m.M^ ( C n«r*waB»tc t5^^ T « Tm 

i gj . N r G - 2 ae?^<^>^3a3ii|«!i (^y^^^m) ccn^^mmmic^\,^ 

xii rNRG-2j ti>\^^o) . ^=^vA^t--{f 3ag?©SlSS1^ (^y/^i^n) ( 
i:n^*B^ilfflS^cfc^^T{i r'\:i^y + -t--b' 3j ir-fct/^a) ^ H u 7 4 mG^(Dnm& 
% (:5'>>'^i'R) (cn^:*WSfflStCi3V^T« rHM74J ^ REG 1 I I 

ae?©si^s» (^^y/^^a) (cn%*waB»ici3v^Ta treg i i ij ti>\^^ 
r>) , L p A p ae?©%iisi% (^'>/^^7a) n^*^)M»(cfci^T« tlpap 
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>^^^H) (cn%*^SB»lj:43V>T{i TE G F L 6 J il^.^,^^) , iDOiifi?co%:i 

(^'^A^^M) (cti^i^mmmicisi^r riDoj tt^i^o) . i L-sae? 
(O^mmm (^>/^^«) (i:n^*H^«»^c^3V^T{i ri l-sj . cDi 

1 citfc?<D^SS% (^>/^^a) (cn«:*§^ffl»{c43V>T{i rc D 1 1 c J tv^ 

LR2J i:tv^9) ^#Sfi*itc^i!-r5i: i:cr)T'tS*x^;&||^-rSo 
[ 0 0 8 6 ] 

ililT*. FcyR Illai; LT{iE?rj#^2 9t^?n5;}^';5J^'l^:^-$^K(Cj;oT 
ri-K^nS^V/^^R. Fc yR I I I bi:LTfiE?lJ#^ltc^?n5:<J<y5ti^l^ 

b^^Klcj:oT3-K$n§^>Ai;K. NRG-2i:LT^iBH?lJS^3^c^^^n5 4< 

V y(^iyt^h'ic^-^r=i-]:^n?,^y^ii;m. -s^v^i---^ 3 tLmm^im^ 

4tC7n?n§4fiJ7^b;^-^KtCci:oTn-K?n;S^>/-?^K. HM7 4 tLXliiin 
»^5li:7is$n54<i;5^b:t^Kfi:<toTn-K$n5^>/^^K, REG I I It 
LXUmmm^ 6ft^?n§:!}?';7^b;t9^KtJ;oT3-F$n§i?>/^^K, LPA 

i p - 1 P tLxummm^sicTr^-^n^^'v 7 ^]yt^vic^-Dr=i~v:^n^^y/^ 

L-'tly^i^yt LT(iiH^J#^ 9 iC^^nS 4< 'J 7 ^ HfC j; ^ T3 - K ^ 

n?>^yA^m. EGFLSi: LTtiEJlJS^ 1 0 ^ ^ n § U 7 U :t ^ F j; o T 

:3-F5n§^>/^^'«. IDOtLTfiSH^JS^l l{c^$n5jKy7^7^:^-5^FtcJ; 

t?T3- F^n^^^^'^^M, I L - 8 t LT{±E?iJ#^ 1 2 tCi^^nSd^ U 7 

FtcioTn-F^nS^^/^^i^K, GDI 1 c^LTtiE^US^l 3lc,T^$nS.K'J7 

^L-^^F{Cci;oT3-F*nSi5f>/-?^rg, TLR2fcLTaE?lJS^l 4JC,T^?n5 

=H';7^b;a-5^Ftcj;oT3-F?n5^>/1^'a;&^tf5<:t*^T't5o 
[ 0 0 8 7 ] 

E3?IJS#29{C^$n5.-i«U7i'U:t^F£j;oT3-F^n§^>/^i'KcD*i* 

fc7is^n§4jU7^^;t^Flc=fc-pT3-F?n5^>/'^i^K(7)^ft6<j1iigi:LT(iSH3nj 
S^l 5X7n-^ti^7 i ym&^i^^T^^yH-^M^. EJiJS^2 tc^^n^dOJ 7 ^ 
b*5^F{cj;oT3 - F?n§^ ://^^'KcDmi*6g^,^i: LTttSB^J## 1 6 T',^^^^n§ 
75yKE?iJ%W^§^>/^^S;&. E^J#^3tc^$nS:!KU7i'b;a-f-Flc<}:oT3 
-F^n§3?>/^>7K©^tjc&^«i|i:LT«ia?njs^l7T'^?n^75y^SH^J;&Wr 
§;5f>/^^K;&. ia^J#^4(C^?n§4^';5?^U;i-f^FtCcfcoT3-F^n5^>/'?^ 

?'JS^5lC;K?n5 4<'J7i'^:t^FtcJ:t)Tn-F?n^^>/-?i'M®M»65^ffii;L 

^'J7i'L/:i-^Flcj:oTn-K^?ns^>A^/M®:Rft6^«.^i:LT(iE^J#^20T' 
7:^?n^75y®?E?iJ^W1-5^f>/^^S;&,E^J#^7li:^$n§4^U7^U:t^F{c 
J;^Tn-F$n§^>/^^7H<D«tt0^«iei:LTaE?iJS^2 1T',T^^n;575y^E 
?iJ^=&-rS3?>/^^H*. E?iJ#^8{c^$n§.-J^U7i'U;i-^FtCc!:oTn-F^n^ 
>^^^K©*(*6«|«ffii: LTfiE?iJ#^ 2 2T'^*nS7 = yKE^J^W-r§^>/^^ 

E?"J#^ 9 ^c7J^^n§.-}^'J7^^5}-f-F^cJ;oT3-F^n§^ >/'«^>M©«ftW 

filffii:bTliE?iJS^2 3T-^$n^7 = yKE^j;&5frs^>/^^K^. E^iJS^l o 
tc^5^n5^>J7i7U^^KtCct:oTn - F ^ n § ^ > A « (D « ft 6^^^ i: tT«E?iJ 

##2 4-e75$n575yi!E?ij**-rs^>/^^K;&, m^imn i i ic^^ns^Ku 7 

^U:tg^Fl!:j:oTn-F$n^^>/^^«<DSftS^ttiltLTaE5>J«^25T'^?n 
§7^yi!E^J^lr-r5^>/'?i'«;&, E^J#^1 2lc^?n§>-KU7^'U;d-^Ftcj:o 

Tn-F?ns^>/1^7Ko^<2^6^^ffii:LT{iE?'J#^2 6T^?n§7 5yKE?^J;& 
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> ^ n.<o MWifjmm t. L T li^mm ^ 2 7 X' t ti ^ 7 i y ^ ^ -r ^ ^ y ^ s. 
Mt^ff3&mtLr^immm^ 2 a -e^st ti !s,7 s. / wtmm^^ t !S> ^ > ft^ m^^t ^ 

[ 0 0 8 8 ] 

*i3. E5iJS^30K:Srx-r^f>>'^i'Kttl:hS*©Fc yR I I I aSe^KitjTn 
-F^nSi.^ao^V/N'tJ'KT'fet). ^•cDISf#:^j£lC-:)l^Tfe:i:iiR (P e 1 t z. G. 
A. 5),Proc. Natl. Acad. Sci. U.S.A.. 86, 
1013-1017. 1989) Kmmttl^^'jlC{i^mX'&^o 
[ 0 0 8 9 ] 

ffc E?iJ#^l 5tC^-r^'>^^^Stithi*OFc yR I I I biie^tCcfcoT:^- 
K$n5i»^ftl®:5f>-'^i'ST-$>!?. ^■cD^#:^ffiJCOl/^TtXS« (Ra v e t c h. J. 
V. e.. J. Exp. Med.. 170. 481-497; 1989)tefB 

[ 0 0 9 0 ] 

©^>'-'^^'ST-fet).^©lZtf:^r£t-S)V>Tt35:fil?(Farber.J.M. P.. B 
iochem. Biophys. Res. Commun.. l92. 223 — 
230, 1 993)tCfett^n-5<t'5lCl^ttT'fe5o 
[ 0 0 9 1 ] 

tfcE?iJS^17{c^-r^'>'/^^K«t:hS*ONRG-2jie?tCj;oTn-K?n5 
i>S]Oa'>/^^«T'$)»3.^iDlJ?#73ffilCOl^Tfcig«(Carraway, K. L. 
Ill 6. Nature. 387, 512-516. 1997)tCfB«^tl-5 

[ 0 0 9 2 ] 

Ytn^'j>m(D^y;i^mx';&0. ^©S^^#:^ffi^c■^v^T€>5i:S« (Fu r u t a. H. 
6, Genomics. 36, 206-209, 1996)t<:|BK;Jn5<t^tC 

a T' 5 o 
[ 0 0 9 3 ] 

$fcE?lJS^l 9tC5^-r^>/^^'K{ithS*©HM7 4ae^tCj;oT3-F$n51i 
JgjO^fy/^i^KT'^*), ^<0lJ#7?g(COV>Tt5ic (Nomu r a. H. ^. 1 n 

t. Immunol.. 5. 1239-1249, 1993 tCfB«?n5<t'5t<:i> 
mX'&^o 

[ 0 0 9 4 ] 

$ fcE?"J## 2 0 fC^f aa t b R E G I I I ag^tCJcoTn- K$ 

n^'j^moi' >Ai/MxS)*) . ^(owLm^i^ic-oi-^x i>^m (ouset t i. n. j. 

lb. Genomics. 19. 108-114. 1994)tCfBic^nS<J:3 

ic'iimx^^o 

[ 0 0 9 5 ] 

^tcmmm^ 2 i tc^-r^'v/N'^'Kat: hs^ol p a Piie^fct-prn-K^n?.^^ 

3|]©^?>/^^KT'fe!3.^0«SJt#73jitCOt,^Tt3tiK(Schraven. B. 6.- 
J.Biol. Chem.. 269. 29102-29111. 1994) tc 13 

[ 0 0 9 6 ] 

s/cE3^js^2 2tc^-r^'^/<i'Safc:h4*c»Mi p-1 nm&^ic^^xu-h'^n 

S^toO^^/^^HT-feiJ^ ^•©iR»?5r}S{COt/>Tt:S:iW (L i pe s. M. A. p>. 
Proc. Natl. Ac^ad. Sci.. 85. 9704-9708. 1 
988)tciB«^n5<J:9tc4^a]T*fe5o 
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[ 0 0 9 7 ] 

n^'jk'mcO^yA^nx^hK). ^<OW^l5m\fD\^Xh^m (Siegelman. M. 
H- ^. Proc. Natl. Acad. Sci.. 8 6. 5 5 6 2 -5 
566, 1 989)tCie«?n§i^lCi^^T'fe§o 
[ 0 0 9 8 ] 

t/cE5?iJS^2 4lc^-r^>/^^Kai;hE^3|5©EGFL6ite?tCj;oT3-K^nS 
l.^ft]0^>/^^ST-fe t). ^(D«Jf#7^}ttCOV>Tt>^iK (Y e u n g, G. P.. Ge 
nomics. 62. 304-307. 1 9 9 9 ) tC IB « ^ n 5 ct 3 » T' § 

o 

[ 0 0 9 9 ] 

<D^>/^i/KT'S!3, ^©^^#^^£^CO^^Tfci« (D a i . W. 6.. Bioche 
m. Biophys. Res. Commun.. 168. 1-8 1990 
) IH « ? n S J: •J fc T* * S , 
[0 1 0 0] 

S/-cE5IJS^26tC^-r^>/'?i^Kttbha*(DIL-8ae?tcj;^Tn-K$nSl^ 
ftJO^y/^^KT^O. ^©ajffT^SJCOl^TfeiCiK (S c hm i d. J . C,. J. 

Immunol.. 1 3 9. 2 5 0 - 2 5 6. 1 9 8 7 ) E « ^ n 5 J: 9 
a T? * § o 
[0101] 

tfcia^JS^27fC^-r3?>/'?^K(iHhij|5(DCDl 1 cae^tCJCoT^-K^tlS 
i>Sl©^>/^^7HT'fef).^cD^?#73!*tCOl>Tt3i:i!K(Corbi. A. L. 5. 
EMBO J.. 6. 4023-4028. 1 9 8 7 ) ffi « ^ n -5 <t 9 tc T' 

[0102] 

S^cE^J#^28tC^-r3?>/'?^K{ilihS*(DTLR2ag?tCioT3-K?n§i> 
to©^f://^^^KT'fe»3. ^03lf#:^a(COV^Tfc3t»C (R o c k. F. L. 5,. Pr 
Nat. Acad. Sol.. 95. 588-593. 1998) t 
IS « ^ ti 5 J: ^ i.^ »] T' * S „ 
[0103] 

Huai-§ J: 9 tc. I B D\zwmhrcm^<D±m (^n) agitcfet^T, iE#^ 

±ra(^S)ffl^ilCltLT. FcyR Illaiie?, FcyR IllbSe?, M 
igMfc?. NRG-2afe?. ^4.y:^^_^4- sag?. HM7 4ae?. REG 

iii^afe?. LPApafe?, Mip-i)3ite?. L--bui/g^>iie?, egfl 
6jifc?. iDOiie^, iL-sae?. cDiicae?*5i:t;TLR2jte?*^it 

OWIlV^cD||S<D8a^1^ai-r ?, c i:tcj;oT±ia l B D cDSScDWIi^S,l(D@fiA^- 
1fSW^i::^mT♦t,K;^ScD^»^;SrIE^»^c^T9il^:7b^T•t5^:^^^fgg^ca-:3<^>©l:■fe 

^ffif 5 tc <fc -p T. B d (c l r § $ fc (i ^ cd osa^ 

^W-r^ j: ^®T't (^,tv-A-) i:tT^fflT'355o ^/-c±Emtta. tta 

O (3-2) «tcfB«f5<J:a«:IBDcD^BS. ^»S^c«?^«tcWffl^fiffi1%K(DXi^ 
•J-_>^'•^CfeV^T, FcyR I I la, FcyR I I Jb, Mlg. NRG-2. 
-^4-y + :^-^f 3.HM74.REG IIULPAP.Mip-l^,L--{rb^ 
EGFL6, I DO. IL-8. C D \ I c ^ HXS 1 \. R 2 (Oh^^ t\ti^(Dmm.^m 

[0104] 

*fg^©*n[i*{i> =^(Dmm\Zf^\cUmi±ri< . FcyR I I la, FcyR I I lb 
, Mig,NRG-2.-N4^V4^:^--lf 3.HM74.REG III,LPAP,M 
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ip-1/3^ L-'feb^f-V, EGFL6^ IDO. IL-8. CDllct5<J;t>*TLR 
2<0V^•fn*^^^fe«E^^;l^^:■r5:i^U^'^-:^;^^^:^*T'SoT^.. Sfc:^Cityi'a--j-;l/ 

[0105] 

ji"^5Ci::^)^"Z?#5(Current Protocol in Molecular 
Biology, Chapter 11. 12~1 1. 13 (2000))o*{*Wti: 
a, *^Ba<DJit«J*<.-i? U ^ D-:^;l/tit«:(D^^fca. iS tc i« o T :^ Si@^ T 56^ t filS 10 
LfcFcyR I I la. FcyR 1 1 lb. Mig. NRG-2. — 
3. HM74. REG 1 1 I. LPAP. Mi p-lj3. L--trb^^>. EGFL6 
. IDO. IL-8.CDllcS/-c{iTLR2^fflV>T. fe§V^a#i£tCiJet>TJ:ne. 

^P-:^;^t^^^*©^^^C«. ■^!4tc|i!e-3T:*:Sifil?T'fg31t«KLfcF c y R 1 1 I a 
.FcyR lllb.Mig.NRG-2.'N*y4^-:^--tf 3.HM74.REG 
III. LPAP.Mip-ljS. L--bbi'^>. EGFL6. IDO, IL-8. C 

DI lctfctiTLR2. ^?>i^^licn^^y/<^M(O^^T^ /m^J^l^^t^tV =1 

■^■^XmmLrc/^-^fV h' - m ^ C t V t CCu r r e n t p r o 

tocols in Molecular Biology edit. Ausube 
1 et al. (1987) Publish. John Wiley and 
Sons. Section 11.4~ll.ll)o 
[0106] 

ta^*Of^S!lCftiaEiitlli:LT<iffl$nSFcyR I I I a. FcyR 1 I I b. Mi 
g. NRG-2, 'N+y + f---tf 3.'hM74. REG I I 1. LPAP. Mi p- 
1^. L--trL/^^>'. EGFL6. IDO. IL-8. CDllcSfc{iTLR2{i. 

*^B^fCj;t)««^n5ag?©E^J1fii (E^J#^1~1 4, 29) ^^:a•^t^^T. DN 

A^n-^>^\ ^-f^xB. ¥<Dmm. ?i±'\®h^>7.7x^V3y. mmm.WiW(om 30 

. SII#tCgia<^)7?a. $>§vni3tg«ie«0:?3S (Mo I ecu 1 a r C 1 on i ng 
T.Maniatis et al.. CSH Laboratory (198 
3), DNA Cloning, DM. Glover. IRL PRESS ( 
•1 98 5) ) *iftc*UTfToCi:jb<T'#5o 
[0107] 

mWt/3lCl,i^ FcyR I I la. FcyR I 1 lb. Mig. NRG-2. ^ 
■f-^ 3.HM74.REG llI.LPAP.Mip-lj3.L--feU^'5^>'. E 
GFL6. IDO. IL-8.CDllc$fc«TL. R2^n-K-r;|,ae?*'ma(Dfi 

iitfflSS"43-e5iia-c t §ii§*^^ D N A (.^m^'!^^-) ^i^mL. c n^m^mmicmx 40 

T't-So tfc. c:n€)FcyR I I la. FcyR I I lb. Mig. NRG-2. 
'N+y*-^--lf 3.HM74.REG III. LPAP. Mip-l/3.L--bbi' 
EGFL6. IDO. IL-8. CDllct/-c{iTLR2 ©gP^J--^ K . * 
^a^lCitHS«?n575yKgE^JOlfffi (E^iJS^l 5-28.' 30) tCtit^.T. - 
mm^Jiit^'^&m (-^y^K^^) tc .t o TSitr 5 C i: t T' t 5o 
[0108] 

^t5. *fg?3©FcyR I 1 la. FcyR I I lb. Mig. NRG-2. 

+ -t--lf 3.HM74,REG III. LPAP. Mip-lj8.L--bU^f->. 50 
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EGFL6, IDO. IL-8.CDllcSfctiTLR2{Cti,E?riJ#^15. i6, 
17, 18. 19. 20. 21. 22. 23. 24. 25. 26, 27. 2 8 ^fz it 3 0 

^tLXli. ±ffiE?iJS^l 5~28St?30^DV^■fn*^-(?^^n.S75y^iB?lJ^CfcV^ 
[0109] 

^3V^T1$S©^6SSJS*^^L. *>OFcyR IIIa.FcyR IIIb.Mig 
,NRG-2,-N + y4-^--tr' 3.HM74,REG III.LPAP.Mip-1 
P. L-MV^^y^ EGFL6. IDO. IL-8. CDllc*^c«TLR2}c5*-r 

^^ve.t^m,ifi\cm^t^mti^Mt^^yf^^%^mif^^tti^-C'^^o 

[01 10] 

mm. If Afesvni^^^nnff .tv^i^^a^-rsjgsa, s^#t^tecDa>if ^.-^ 

7'D^'*5i^^|5flj;^tfDtMA Star software^fflV^rMmfilizi^T'tSo 

5%t^rtT'fef). ^etc^if t U< ti±7 = 7^.7) 1 %«rtT'fe§o ^^cB^$tl575y 
mit. B^filClfSnS^^/^^KA^FcyR I I la. FcyR I I lb. Mig 
.NRG-2.-N + y4-:h--tf 3.HM74.REG III.LPAP.Mip-1 
P. L--trl.^g^>. EGFL6. IDO. IL-8. CDllctfc(iTLR2i:^^ 

Ki:ffi(fc14K^#-rS75y^T'3&§iIi:*^»tLV^o^J^[f. Ala. Val. Leu 
> I le. Pro. Met. PheSt;TrptiSv^tc#ffitt75yKtc^^S^n§75 
y mr'tbK> . Cly. Ser. Thr. Cys. Tyr. AsnRt/Gln tiSinc^^ 

«tt75yKtc^^^^n§7 = y®?T-*t). Aspaa'c i uttsv>u:Ki475yKK^^ 

S^n5757if-efe»). ^fcLys. ArgRtfHis{4 5vncJgai475/Klc^^S 

?n^75yiET'^§o cnp.^j§gi: LTi^gfti:s-r575yK;^3ii[as?-r 

5 C T' t 5 „ 
[01 1 1 ] 

*f§BJtn;i*« .tfc. FcyR Ilia. FcyR IIIb.Mig.NRG-2. 
^^V^i--^ 3. HM74. REG I I I. LPAP. Mip-1^. L--l:b<>^ 
>. EGFL6. I DO. IL-8. CDllc$fc{iTLR20g|5^)-75y©IS5IJ*W 

v^^ns^U a -^^g^ Kt±. ^tlW^^^gtt;^^-r § c i: tigL>5:v^A^ F c 

yR I I la. FcyR IIIb.Mig.NRG-2.'^4^y4^:^--tf 3.HM 
74. REG I I I. LPAP. Mip-lj3. L--lrU^5^>. EGFL6. IDO 
. IL-8. \ I c^fciil LR2tmUrifilS:m^^^^t^^<DX'^^CtiS^m. 

tLV^o »St<{iC©^Sli!tf14^#L. moFcyR I I I a. FcyR I I I 
b.Mig.NRG-2.'\:^^V:^^-:^--b- 3.HM74.REG I I I. LPAP. 
Mip-1/?. L--trU^^>'. EGFL6. IDO. IL-8. CDllcSfcaiL 
R2<D75yKE^J{CfeU^T'>^<i:taM-ri.875y^. »*L<{il 57 = yK. 
cfct)^!ftL<(i 2075yK*^e.;S:5^'J=f -?:^^F^fl?ij^-r§j:i:*^T'tSo 
[01 12] 

A^A^S^Urf (.-HU) Kfcj^-r §ta»cDSii{J. ?i ± C T « O 7 >^ ^ :/ h 

^ffl</^T^«^«lSlS^iS46§ c i: j; o TfT ^ il i: t T-^ ffiS « ^ * A^ 
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;i/ y ;l/ . ikUlcV VUi^^y . a - y ^ V :^ Jl . ^.>}7-^>. ^ f- K . ?S ?L giJ 
CG (i3 )l y h - ^^ ymm) :2 V ^ ^ T V - /V!/ 1.^ E O \^ h 7 :i y 
[0113] 

^¥^m<0^tlfiii.. FcyR II la. FcyR I lib. Mig. N R G - 2 . 

V + -^--b" 3.HM74,REG III.LPAP.Mip-l/S.L--bU'^'f-y 

. EGFL6. I DO. IL-8. CDllctrzl,iTLR2lC^mff]lC^-Bt^^M.^ 

cyR lIIa.FcyR IIIb.Mig.NRG-2.^4^y^-?---lf 3.H 
M74. REG I 1 I. LFAP. Mip-1/3. L--bL'^f^>. EGFL6. ID 

0. iL-8. GDI I c i^tciii I R 2 (0^ yf^^^Mn^m^^mt ^rclsb(D•fa- 
[0114] 

iRt. i ct^ ^nmic'iit-^x ^ y /^'^ m^mmLx . m^n^ j: yyu y hm. el 

C tic j;: ■:>X . FcyR I I la. FcyR 1 I lb. Mig. NRG-2. 
4^-t--tf 3.HM74.REG III.LPAP.Mip-liS.L--feL/^f-y. 20 
EGFL6. IDO. IL-8. CDllcttcliTLRZ^ilkthr^Ctti^X'^^o 
[0115] 

I BDtD^KtCfgtTa. <D±mmUiC islf ^ F c y R I I I a. Fc yR I 

I lb. Mig. NRG-2. ^i---\£ 3. HM74. REG I I I., LPA 

P.Mip-1/3. L - ^Ui/'f-y. EGFL6. IDO. IL-8. CDllc*5<fct>* 
TLR2<ov^-fn*^'>*<i:fc-oi:lE#*:«cllffi«?{c43tt5c:n?.©^://^^«i:<Dfi 

^^^im y^^mo^m^^ti^ 2 isi:^±. l < a 3 igw±<D^^A^-&t nso mi^mKn 

. FcyR Ilia. FcyR Illb. Mig. NRG-2. '\4^y:^^-^--f 3 
. HM74. REG I I I. LPAP. Mip-l/S. L-'tU^'f-y. EGFL6. 30 
1 DO. I L-8. GDI 1 ct5J:r>'TLR2ttI B D X ^m.mm ^ 7nt (D T . m^^<D 
i^mmmTmM&^<0^mM^ (¥ c y R I I la. FcyR I I lb. Mig. N 
RG-2.^ + y + ':h--l? 3.HM74.REG III. LPAP. Mip-1^. 
L--b^i'f->. EGFL6. IDO. IL-8. CDllc. TLR2)A^#liLTt5 

0. mmt)^JEnrs:izmm^<D^m&^mt\t-<r 2i§i:i±. l < {± 3 <g«±#v^j: i: 
*<«^^ntitf. I B D ©sBA^sbnSo 

[01 16] 

( 2 ) I B D<Dmtiii5m m^-^m) 

*l§H^«. tuabfc*5lia3^*.V-A-^ipJffiL/cI BD<Dl^tii:^ffi m^l5m) 
•r 5 t © T' S o 40 
[0117] 

T'ggBj-rs*^ 'E,t<a^g^j^}SiiA^p.is]iRL. ^ctc^in^ I BDfciaaTSFc 

yR I I I aiie?. FcyR I I I bSg?. Mi giie^. NRG-2jie?. 

^^^j^-f-^ 3iie?. HM74ae?. reg i i I ae?. LPAPae?. 

M i p - 1 /3 jlg?^. L - -t U ^ y jIG?. EGFLeffle?. IDOie?. IL- 

8iie?. GDI lcjl{E^^3c};^>•TLR2Jle^©l,^•fn*^©jIe?fg;l^-^;^. fe-t 

tfC n 6©3ie?tc S*-r § ^'y/^^'||(FcyR Ilia. FcyR IIIb.M 
ig. NRG-2. 'N^^y^^-t-Hf 3.HM74.REG I I I. LPAP. Mi p 
-1/S. L--\lV^ ^y. EGFL6. IDO. IL-8. GDI Ic. TLR2)©fi 50 
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[01 18] 

*^^©«m;^S«i^© (a) . (b) RCf (c) <OXm^^tS^(DT'&^ : 

(a) ^m^<Dii^unt:$.^m<DiMm^-ti~^^m^^i:?>xm. 

(h) ^t^Un^(D¥cYR Illaae?. FcyR Illbil-g^, Migfi 
fc^. NRG-2ilfc?. 'N+y+^h-^f saa?. HM74ae^. REG I I I 

i^Doafe?, iL-8a{E?, cDllcag^tsJ:^fTLR2Jle9^(D^^■fn*^ 

(Omia^^mU^Jl. l^rcltF c y R IIla.PcyR IIIb.Mig.NRG 
-2. 3.HM74.REG I I I . L P A P . M i p - 1 ^ , L - 

^]y^^y. EGFL6. ID0. IL-8. CDllc*5«}:tfTLR 2 O V^ -Tn *^ <D ^ 

(c) (.h) (Di^m^i, tic. I B D (Dm^.^mmr ^xMo 

[01 19] 

^^mn. e L < «^n*^ ?> ^ (i:ps?n§.i< u 7 ^ K^dt?MSs sfcf±±iE 

So 

J:^(cbTllSI?nSo 
[0 1 2 0] 

(2-1) m^nm<o^i^umtLx RN A^mmt 
m^nm^tLXRi^A^mmT^m'^. i Boo^^aja. Af^e^ifcTsoxs (a) . 

(b) Stf (c) ^^tsy^iilci: -^rmmt ^ c tH'^T t >h : 

(a) K^#(D^i*Mi^*^5.iiS?tlfcRNAtfcii^nA^5>lte^$ftfctiM6<J.-K';7^ 
U^^Ki:.«fl3*^B^<Dj^«T-*-(FcyR Illaitfi?. FcyR III 
bSfE?, Mi gSfc?. NRG-2ae?, ^^.yc^^-^f 3m&^. HM7 4iie 

REG I I i^afe?. LPAPsg?. Mi p-1 pMB^. L--b^^^>ae 

EGFL6iifc?. IDOae?. IL-Site?. CDllcae^^/ctiTLR 

(b) ^^Bv-;{7-{C*£^Lfc4f*:Ki^E&*©RNASfca^RNA*>P,|toi?nfcffl 

(c) ±iB (b) ©S[iSie«(<:s-i?v>r, I B D<Dfis^¥ij»fr§iSo 

[0121] 

iJSW^I^i: LT R N A^^iJfflTS^^fi. *l6B^CD1^tB^ffi (^WTjS) . ^RNA 
*<^FcyR Illaae?. FcyR IllbSe^, Migag?. NRG-2 
afe^. ^4.y4.:h_^f 3^g^^ HM74ae?. REG I I liifi?. LPAP 

ak?. Mip-i^afc^, L--feb^^>ae?. EGFieae?. looae? 

. IL-safc?, CDllcae?^ia:D•TLR2a^c?<DV^-r-tlA^c^D|gS^'^;^;^;^ 
tut, ia^-r5ili:lcJ;t3T^S6?n5o *»e^JC(i. M,a©>1^U7^'b:^-^KA^P,;S:§ 
*^B^CO;^Sv-*-(FcyR IllaSe?. FcyR IllbSe?, Mig 
a{E?. NRG-2afc?. ^^V^i--^ 3ae^, HM74ag^, REG I I 

lafe?. LPApafe?, Mip-i/jae^, L--tu^5'^>ae^, EGFLea 
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e?. iDoae?. iL-site?. cbiicjse^s fc a TLR23ie?<ojfiaE 

RT-PCRtt, D N A ^ -y :/S?«tS. J_n_ s i t u f \ V ^ -^f - '> 3 > Mtfi 
[01 22] 

^ C tiCiioX. RNA^JCDFcyR I I Iaie?> FcyR I I IbSe?. M 

i g'MG^. NRG-2ae?^, '\4^y + -f--lf 3iie?, HM7 4ae?. REG 

I I I ae?. LPAPae?, Mi p-i/sae?, L--bi/^5^:/iie?. egfl lo 
eae^s iDoae?. ii-sae?. cDiicae^fcj:t>*TLR2iie?^fiC)v^ 

(fflti^) ^WL^^mikTzM ' p. ^ ^ P;a:if:.RI) ^^Ttit^M 

©^^*ffi^S5^lDRNA^/^'^':ru^^^x^■^^•/cm. ff^fig^n/c^s^-*- (dna) 
i:RNAi:(D-fiii^. ^m-^-ij-omm^ (r igL<a^)ti%H) ic**-ri.v'i^ 

^^-^W^ifeftfi^l^tHIg (BAS- 1 800 1 K g±7^;l/i:.ttSi) $fc«^^1^m§§T-«l 
a. m^t ^:^fi^m^^t C ta^Xt t^tz, A \ k P h o s Direct La 
belling and Detection System (A mersham P 
harmacia BiotechttS)^ffl</^T.K:/Dha-;l/tcti^c>T;^g^-A 20 
- Cfu-yuNA) ^WML. ffil^#cD^{*ffl^S*(7) R N A 7'J X^-Brfc . 

3g5Sv- ^-©^iltJU: S5l5-r § ->^:^-f v;!/^-/^:^^ ;<-S^-^-S T0RM8 
eOCAmersham Pharmacia BiotechaSa)-e^tii, SOSfS 

[0123] 

CtiCii-oX^RNA'^cOFcyR 1 II a Sfi^ . FcyR IIIb-ffle^^Mi 

gae?. NRG-2ae?. ^ + y + :h--b" sae?. HM7 4ae^^ reg i 
1 I ae?, LPAPae?> Mip-i/sae?, L--feU'i'^>ae?s egfls 

ae?. iDoae?. iL-sae?. cDiicae?*5<tt>'TLR2ag?iDv^-r so 

ftiifi^**ORNA*^P>#jSti:t^oTcDNA^saStT. cn^^Si:LT«W(DF c 
yR Illaae?. FcyR IIIbaG^.Migafi?, NRG-zaG?^ 

^i---fz 3'M&^. HM74ae^. REG I I las?. LPApae?. 
Mip-i/3ae^^ L--tui'^>ae?. EGFLeae?. looag?, il- 
sae?, GDI icae?t/£tiTLR2ae?©m«*^tii|ii-et§j;^tc.^*MB^© 
;^s■7-A-A^p,ilss! bfc-j^o:/^-!' V- (±tecDNA i-m) ti^^.-r siEii. + 
^K^^-rsifi^) ^ c n t 7 u x^-e-T. maicttf o t p c r i* ^ff ff^ 
n/-cti>ii-*iiDNA*i^tti-r57?a^^j/7^i-§ci:A^T't5o *t5. mmt nrz-:^m 

DNA(D«im«, ±IBPCR*^i6RIVM7t1%K-eSiitTfc(/^fc7'7'l'^-^fflV^T 40 
ffac:i:tCj:oTg4$n5^iStZl2|s:^DNA«r«liii-r57^jS. S^$nfc-*^DNA 

t5. *t3. ^lll.^[nrzmm-:^mD N AM^itT i^Uy h 2 l 00/W;i-7-:>-7'nf ( 
SIM7:^Ur'r A/l''>XTAX?±il) ^ifT-iiJ^-rsc: i:*^T*t5o Sfc^ SYBR G 
reen RT — PGR Reagents (Applied Biosystems 

nm) T'^>^Ph3-;HC'(iieoTRT-PCRS)SiS^.P^Ls AB I PR I SM 
7 '7 00 Sequence Detection System (Applied 
B i 0 s y s t ems ttlS) T*gfS?-&T, mKlt^VS ^ m tUt ?> C t i> X t ^ o 
[0124] 50 
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D n y fmm^mmt ^m^ii. *%B^<D±ig;^sv- d n a ^a-^ c i * 

Ai:c R N A t(Dr.:^m^ . (O m ^.-^ ~ - f)^ ^ MM ti Mmy t2 - ■;/ t m 

^Z^mt^hys'^^mif^Ctti^X^t^. ttz. ±BDN A^y^tLX. Fc yR I 

I I aafe^. FcyR I I I bSfi?, Mi NRG-2iie?, ^^V^ 

t-'if ^3m{ji^. HM74ae?. REG I I litg?. LPAPag?. Mi p- 

i^afc?. L --tru^/^^yie?. EGFLsae?. iDoae?. ii-sae? 

, GDI 1 cilfe^fe<J:t;TLR2iie?OV^-fnA^Ojifi?^:ib^yl/©;^i±J, SJ^A^ 
Rlil^DN A^>y:/;&fflV^§Ci:feT't5„ *^ § « ? (7) U ;I/ * <^ tB . SiJ^-Ti. 
<:i:A^-(?^^DNA$^<y:/<!:LTfi. AffymetrixttcDGene Chip H 
uman Genome U95 A, B.C. D, E ^ m If ^ C t i)^ X ^ ^ o 
t^?>T) N A^y:f^mi^rc. Si^#RNAtf©Fc yR I I I aSfi^^ Fc yR I 

I i h'MiK^. Migse?, NRG-zae?. '\ + y4^:^-•^f 3iie?. hm7 4 
afc^s REG I I liie?, LPAPae?, mi p-i ^ae?. L--ti^i7g^> 

afc?. EGFLGMe?. IDOae?, iL-SJte?. CDllcitg?feJ;t?T 
[0125] 

(2-2) m^Mm<Dn^untLr ^ >^i'^M^mi^?>m'^ 

. ^i^Um^<D¥ c Y R IIIa.FcyR IIIb^Mig.NRG-Z.'N^-y 
^i-~-iz3. HM74. REG I I I. LPAP, Mip-1/?. L--tb^^>, E 
GFL6. I DO. IL-8.CDllc*5<i:t>*TLR2©V^-fn*>^i^fcbL>-ecir)»;|r 

m^t^&cticj^^rmmtn^o mwffjicnTMcoxm (a) . (b) Rzf (c) 

( a ) a^#cq4f*Mi^A^5.PS(?nfc^ y/^^K^;ta^*^i:Mt-?.*|gH^cDi^Sv-;!J- 
(FcyR IIIa.FcyR IIIb.Mig,NRG-2.^4^y4^-^--tf 3 

. HM74. REG I I I, LPAP, Mip-l/S, L--lrUi/^>. EGFL6. 

IDO. IL-8. C D I I c ^tciiT L R 2^mmt^iri»} t^m-&^^:S>xm. 

(c) ±fB (b) oai^^mta-cJv^T. I B D cDflS^WKf-r SIS, 
[0126] 

<t?)«l*&^{C«. *|gB^(D;^*,T-;)7-tLTM^* (FcyR I I 1 a. FcyR I 
IIb.Mig.NRG-2,-N^y^-:>---<f 3,HM74,REG IIKLPA 
P.Mip-1/?, L--bb^^>, EGFL6. IDO. IL-8. CDllctfca 
T L R 2 ^m^t ^tn.i^) ^ m^^X . :^ 7, ■$! y y a y h m^ji E <D {i^ ^1; HX . FcyR 
Ilia. FcyR IIIb.Mig.NRG-2.^4^y:^^■:^-■^f 3.HM74 
> REG I I I, LPAP. Mip-1;8, L--tW^$^>. EGFL6. IDO, I 
L-8. GDI lc^3j:tfTLR2©V^-rn*^%)^ai. ^Mt^lsm^mif^iCtii^X^ 

[0127] 

'^J^x^y:ruy hmii. - -Afiif* i: L t *fgK;g|*, v- * - ?r ^ v> fc ft . ~:kin.WtL 

Rp) ^£E<DmmmxmmLrcmmtriW i-:k^i^icm-^r^tn») ^^v^. ffp.n§® 

ISft^!t%©S[Wttigfi[^^. «^l£t^«^j:^Jc**t-5->^:^;l.;&]K*f^iBiJ^g§ (BAS- 
IS 0 0 I I : S±7 Y;bAttS^j:if) \ ^^^ffiggfj ifT'l^mL. m^t^C tlc^-^ 

xmmxi t.rc. -:ktfii^tLx^^m^m-7~±i-^^\.^rz'i&. ecl pi us 

Western Blotting Detction System (7-7 5/-\'A 
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5 <1 i: T' t 5 o 
[0128] 

^iS. ±miC^\,>TmMMmtt i ? c Y R llIa.FcyR IIIb^Mig. 
NRG-2.'\*y4^^--if 3.HM74.REG lIl,LPAP»Mip-ljS 
, l--t\y^^y. EGFL6. IDO. IL-8^ CDllc:feJ:t;TLR2<D«tlt 

ttOSiJ^^tT^CiltioTfc. 2is:^W© I BD<D«iai (^Wr) ^mmt ^ C t H^V ^ ^ 10 

0 •r^t>*.*^Wa. FcyR I I la, FcyR I I lb, Mig, NRG-2, 

--b* 3,HM74.REG III,LPAP.Mip-l/?.L--b^^7 
=^y. EGFL6. IDO, IL-8. CDllctfetiTLRZcDii^ao^Hl^fctiS 

^^mmtLx. cn^'ji^(oi5ii: (Mf^^iatrn'^co 0-3) «*#!S) K^orm 

[01 291 

(2-3)IBD(D^»f 

1 BDo^Kia, m^i£. Wimm<oizmmt^ic^if F c yR i i i ase?, fc y 

R I I I bae?. Mi gae?. NRc-zae?. '^+y4^■:^--^f sag^. H 
M74ae?, REG I I lae?, LPApae?, mi p-i i?ae?, L--trb 20 
^^>ae^, EGFL6ffle?> iDoae?, iL-sae?. cDiicae^*3 

T-feS^^y/^^'KCFcyR Ilia. FcyR IIIb.Mig,NRG-2,'^ 
3> HM74, REG I I I, LPAP, Mip-ljS. L--trUi'^ 
EGFL6> IDO> IL-8> CDllc, TLR2)©a, liflgS t < (iffitt ( 

[0130] 

CCD^^. iE^*;^fflfflS^A^ P.JglJ{iiii Ufc^{*K3^ ( R N A $ fc « ^ > ^ K % ^ tJ K 30 

. CclT'l/^^ riBDC!iBLT(/''*V'>Aj '>S<i:'E>IBD©i«j£«*<*<, 
. I BDT'^V^ti^K^nfcA^V^^o 'fefcs SIS ri BDIC?1SLTV^^:1/^AJ 
[0131] 

fi?^#OA^fflSiS t lEm^ ASffl^ (I B D icffiSLTt/^^&V^AOAflffl^) tn'M^^ 
Tt^-=5:Sy^^ftT'«iJ^LTi#e.nfcFc yR I I I aaS?, Fc yR I I I bfi 

e?. Mi gae^, NRG-2ag?, '\4^y:^^-:>---if sae?, HM7 4ae?, 
REG I I liie?, LPAPiie?-, mi p-i ^ae?, L--feui'^>'ae?> 
E G F L 6 ae^. ID oae^ , iL-sae^^, cDiicae?*5j:D*TLR2a 

e?(ov^-fnA^oae?^fS]ib'<;i'> gu<{ic:n€>©ae?ofSi^s?^T'fe5:5'>/-^i' 

KCFcyR I I la, FcyR I I lb, Mig, NRG-2, 'N^^V^-f-if 
3, HM74, REG I I I, LPAP, Mi p-l/S, L--bbi'f->, EGFL6 
, I DO, IL-8,CDllc,TLR2)(Dft(U^;l/)©¥J^fat/'cliStttW4'ra 



(32) 



JP 2004-65120 A 2004.3.4 



t So 

[0132] 

mmmtK I B DT■fe§A^^^^*^(Df(J»f.^i. ^isii#©;*:)^ifii^(cfeits F c y R ii 

I aafc^.^Fc yR I 1 I ba^?. Mi gMB^. NRG-2itg?, ^^^^^i- 

-^f safe?. HM74ae^. REG iiiae?. LPApae?. Mip-1 

C D 1 1 c afe?43d;t>*T L R 2 afe?OV^-f n*>©«e?^^Sb'^;b. t feti^CD^il 
M!t^T-fe§^>/1i7K (F c y R IIIa.FcyR I I I b . M i g . N R G - 2 
^ ^^V^i--^ 3.HM74.REG 1 I I , L P A P , M i p - 1 ^ . L - -b b 
EGFL6, IDO. IL-8> CDllc. TLR2)(i[)«(l/'^;^)*^iE 

*SiE##©^n5<DU'^;I/tClt'<T^ltntf. I B D T' * § t W »r T' t S 

[0133] 

(3) mmm(D7.-> U --y ^yjri 

(3-1) M&=?^mu-^^v^mmtr?>xi' v--yif:^m 

*^B^{i. FcyR Illaae?. FcyR IllbSe?. MigMe?. NR 
G-zmin^. -s^V^i--^ 3fflg?. HM74afe?. REG I I L 

PAPSfe?. Mip-i^ae?, L--feu^g^>afe?, EGFieafe?. ido 
ae?. iL-safe?. c d i i c m&^tsjazfT l r 2m&^(oi^rtii}^(D%m^i!ii 

[0134] 

*^HJ©x^ U-^^y^aa^^cDie (a) . (b) RZf (c) ;&#ty : 
( a ) M^if^K t F c y R IIIaae^.FcyR I I I b a S ? . M i g a fe ? 
. NRG-2afe?\ ^^y^:>--.tf safe?. HM74afe?. REG I I lafe 

?x LPApafe?. Mip-i/3afe?. L--trb^g^>afe?. EGFLeae?. 
iDoafc?. iL-safe?. CD 1 1 cMB^is^uT L R zm&^<Di^tni)^^h 

(b)^mm^m^mm-^^rcmmictsif^ ¥ c Y R i i i aae?. FcyR i i i 

bSfe?, Mi gSfe?. NRG-2afe?. 'N^y^:^--tf 3afe?. HM7 4afe 

?. REG iii^afe?, LPA pafe?, M i p - 1 /?afe?. L--bu^^>afe 

?. EGFLSafe?. IDOafe?. IL-sae?. CDllcafe?*5j:t;TLR 

2 afe^oi^f n*><ofgs«^9j^ mmmm^mi^^m^mm^^iii^^nmmmicis 

( c ) ±E (b) ©J±«^SK»-5V>T, FcyR Illaafe?. FcyR III 

bafe?. Mi gafe?. NRG-2afe?. sae?. HM7 4afi 

?. REG I I lafe?. LPAPafe?. Mi p-1 /safe?. L--bu^g^>ae 
?, EGFLsafe?. iDoafe?. iL-safe?. cDiicae?t3cki;TLR 

2afc?«v^•rn*^<7)^:l«;&M'>^■&§«il1^«;g:S«t-5ISo 
[0135] 

*^A^§Xd/U-->i;-tc«l^e.n5ffll|gi:LT(i. l^ftttfc^t>'^^*tt;&F^^-f. Fey 
R I I Iaafe?, FcyR I I IbBfe?. Migafe?. NRG-2afe?. -\ 
^V^i--^ ^Smk^. HM74afe?. REG I I lafe?. LPAPae?, M 

ip-i^afe?. L--bb^^>afe?. EGFLeae?. looae?. il-s 
afe?> GDI 1 cMin^^xuT L R 2m&^cDi^ttit-^^m-r?,mmmm±m'^:m 

<Dy-^yyx3y hm^RT -p c R^icr cn^com&^^m^i^iiiT ^ c tio:*)^ 
^ B icmrnt ^ c t ii'i X' t o 

[0136] 
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(1) \ B Do^m^'ETiv ^ mm. mmLtcm'sm^'^v y^'^fkm.^^^om^. ( 
(3) *%a^ae?c7)v>Tti*>^^A t /-cfflsa, 

§ % ^ If S C T' t 5 0 
[0137] 

CCX'miB ( 1 ) ©i!j»€--r ;b i: LTa. I E D (OWj^'Bt' )V t LX m^r'$> ?>in^ii ^ 
W]^ T Jl ^ i> ^ c t ti^ X t . mt^mKii. (1) g^^lml BD*r;l/ (C3H/ 
HeJBirVi77>, Cotton top tamarins^), (.2) it^^^B 

-hD7.;l/*>^^^^rx;l/ (v>^7X. ^-yh, 'J'-y-^J) . f + Xh^^BiEIISI^^-x;!/ 

K;<^">>^l6tx;l/ (^-yh) II) . (3) hyyXi^x-y i;. 5i-^>h (I L 
-E/y^r-^hV^;^/! L-10/yi'7'>hV'>X, TCRZ-yi'T'i'hT'i/Xtl 
) . S fc(i ( 4 ) i^A-tf ;l/ ( C D 4 5 R B h i i^A SC I DV>>X^) *^tfSCi:A^ 

t ^ <, 

t/cSui3 (1) (Dmmmi^mm<DmMtLxii. »sL<f±Aii (*gs) s*©S]f-^ig« 

[0138] ■ 

mm (2) <D^'smmA^(DmmtLXii. v}tL<ii±m iKsm) ^^(Dmitmmfi'^m 20 

if^n. mW&^Kii Ca c o-2aHBS (thi^^fllJSS*. ATTCttS^HTB-3 
7) > HT-29ifflBS (thi^SiflSJS**^ ATTC«c##HTB-38) tfcfiCOL 

0 205 mm hmmmm^^. A T T c c c L - 2 2 2 ) m^mif c t 

A^T'tSo Sfctuia (2) © U >/^l^fflJSi*(Di|fflBai: LTti. iff t L < ii V > /^m . m 

m. v^n7r-'>\ fcttiif K^A^^tf 5.n5o trcmtmmtLx RAW 2 

64. 7iMBS(vi7X*^S*, ATTCtt#^TIB-7 1). U-937iMflS(t:h 
ffi^^'l4y>''^HS*. ATTCttS^CRL-1 593. 2). THP-lJKBBSCth 
ATTCttS^TI B-202) ^fcfij u rka t MM (tHT)fflSaU>/^ 
HS*. ATTC*feS#T I B-1 5 2) ^S:^tfi)Cli:A<Tt5o 

HU 12 ( 2 ) 43 ^/^ T |ij ^ SiJ i; a . 'J U -y- -y A 7 -l* K ( L i p o p 0 1 y s a c c h a 30 
r i d e : LPS) . ;V - ;l X. X f )l (PMAll) . *;l/i^'i7A-r:t/7:t7. ^ 
-(hi3-(y (Ih-l. IL-6. IL-12. IL-18xTNFa, IFNy^)l| 

[0139] 

HuiB (3) (o'M&^mxmfi^tLx ii. mm (1) stf i2) icmifrzmj&<Dm. a^a 
e^^Aicfflv^cn-ssiiifflflS, ■r*t)^cop> l> C127. sp2/0s ns-i 

. NIH3T3. ST2l|(DV>i77.S*ifflBS, 5-yhS*^BS. BHK. CHO^<D/nA 
7.^J-S*ifflBS. COSl. C0S3. C0S7. CVl. Vero^cD-y-^l/fi^^SS^ 
HeLa, 293l|®thfi*ifflBa^ fc<J;D'Sf9, Sf21. High FivellO 40 

[0 14 0] 

^■a-?. c t j; 0 fT^ns, t-i)-^^mmMntLxii. mm^n^-^tsmii^m tarns m& 
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n 5 *^ cin 5) ffl n ? n % v> o 

[01 41] 
C 0 1 4 2 ] 

mmmic^.t ic. i b d icmmh rcmm<o±m (mm) mmva. m^ni^m (mm 

) mf^iCitLX . Wmff3lC¥ c y R Illaae?. FcyR IIIbiie^.Mi 

giife?. NRG-zae?, ^ + y + :^--^f sag?. HM7 4ag?, reg i 

I immir. LPAPiig?, Mip-liSiie?, L--bUi'^>Jlg?, EGFL6 

jtfe?. iDoafe?. iL-sae?. cDiicae^fcit/TLRzae?*^^^ 

%^6n§o J:oT*^B^O;^i^iJ--yi7-^atC(±. Fc yR I I I aSe?. Fc 

yR iii^bae?. Mi gse?, NRG-zae?, '\ + y + f---if sae?, 

HM74afc?. REG I I lag?. LPAPag?. Mi p-1 pmG^. L--b 

^^^>afc?. EGFLeag?. iDoae?. iL-sae?. coiicae? 
^^■(fT L R 2min^(Di^-ftit)^<o¥imu^;i^mmtLx. ^(D^m^mmr ( 

:^fetcj;oT. I B DC^a/fflSiJff ffl;^#-r5 (I B D fC 5t L T «a S 

•r*^-&*%ra©X^'J-^>^;^ffia. F c y R III aag?. F c y R III 

bafe?. Mi gafe?. NRG-2ae?. ^x + v^^-^-^f sae^^. HM7 4ae 
REG I I imB"?. LPApae?. mi p-i jsae?. L--feb^'^>ag 

?. EGFLeae?. IDOag?. IL-sae?. CDllcag?43ct:0'TLR 

2afe?ov^fn*^®^s^«isij-r§i^s;&$g^-r§ii jcoT. i BDcss^sfc 

[01 43] 

i^MI^KOSSUtt, Sf^WlCfiFcyR I I 1 aag?> FcyR I I Ibag?. 
Mi gag?. NRG-2ag?. -s^y^^-^e 3ag?. HM7 4ae?. REG 

I I i^afc?> LPApag?. Mip-i/3ag?. L--{rb^f->ag?. egf 

LSag?. IDOag?. IL-Sag?. CDllcag?:}3<tD-TLR2ag?C[) 

'^;Pfci:tLT{g<)ft5ili:;|:toT. f^^diiA^T-tSo t/c. Ctl^ F c yR I I I 
aag?, Fc yR I I I bag?. Mi gag?. NRG-2ag?. ^=!f^V^i-~ 
€ _ sag?. HM74ag?. REG I I lag?. LPAPag?. Mip-l/S 
ag?. L--{rb^/f-yag?. EGFLeag?. IDOag?. iL-sag?. C 

Di 1 c MiK^^ j:zf T L R 2 <D\^>-rnti^ (D^mic^mmm^K^ 'Z-'W tt ^mm 
^fflv^s^^a. ^m.mm^m (m^av t^^sv^^ c l i p o p o i y s a c 

cha r i d e : LPS) . *;I/5i?-;l/XXx;l/ (PMA^) . i];Vi/'^l.^^/yt7 
.^^--rh;?J^>(lL-l. IL-6. lL-12. lL-18.TNFa. IFNy^ 

) m) i'^^^xmm-^ri^^mf}mm'^m(D^^ic^^xvpm-^tx^ c t. T>s:^-^f§^ 

mmm^mm-^^r^f^^^tcnmmm (i^n > h a-;i/) icitLxis.< c t^mmt 
LT. ^mmm^m^mmviaMtLxmm-r?,cti)^x^^, 

[0144] 

J: ») mKismmA^mmxh^ caco-2iNB)is. m - 2 gmmtrcnc 

oLo 2 0 5 mmm(Dmm^^<.^x I B D(D?!ii.mm^rciifbmm(D^^^^tis:^m 

ADK./cfflBSi:T-. F c y R I I I a ag?. F c y R I I I b a g ? . M i g a g ? 
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. NRG-2iie^. Saic^s HM74iie?. REG I I Ijfg 

LPAPiie^. Mip-ijsiie^. L--bb^^>jie^, ECFLsite^. 
I Doae?. I L-sae?. cd i i c5ie?43j:t;TLR2aG?oi'"'fn*^©^ 

o tfc. 'J4<iJtiJ-9--yA7'f'K (Li popo 1 ysacchar i de : LPS) . * 
;l/#-;l/x;^x;l/ (PMA§) . i3)V'y^I*^:t/7t7. ^ ■< h tl -(> (I L-1. I 
L-6. IL-12. IL-18.TNFa. 1 V U y m) ^ E (OMWi^i^ ^Ija L tcmm 

i^mmm) t. mmmtmn^^nt^mmicmxfcm^^tx'. fc y r i i i ajie 

Fc yR I I I bae?x Mi gMB.^. NRG-Zfie?, 'N+V^-f-'tf 3 

ae?. HM74aG?. reg i i iae?s LPApae?^ mi p-i /sae? lo 
, L--bb^'f->ae?. EGFLeae?. looae?. iL-sae?. cdii 

yR I I laae^s FcyR I I IbSe?, Migae?^ NRG-2ae?. 

4^ y 4^ -f - -b* 3ag?> HM74iie?, reg I I I ae?> LPApae?, 
Mip-ij3ffle?, L - -tr ^7 ^ yfie^ , EGFieae?. iDoae?. il- 
sae?. GDI icae?t5j;o=TLR2ae?<Dv^-rn!b^*^ftiiK«^nfct»cffioiiffl 

[0145] . 20 

C C T' M i g t M L T « . I ¥ n y ^mmifc-^ ^ ay 7 -'y iMmrn^^) t. I F N y 

L. ^co^m]y^)i(om'p^mmtLrmm^n^m^^]t^ctif'r-^^o ^tc i fn 
y^stoLT. SIC Mi gae?*^^^^»^nfc«^©vi7D7 7 -i^icmm^m^m 

ijaL. tti^l^ia^^lin L^v^J^HSiMBa i: T'. S^M i g ae?©^3S U-^^l^^rJtt!? U T. 

^(Dnmu^j\^(Df&T^mmt Lrmm^m^m%nt?>c i:tT'ts(Liao, f. 

p.. J. Exp. Med., 182, 1301-1314, 1995)o 
[0146] 

SfcMI p-1 pK^LXit. IfnUV^ (PA) ^ L < V yfi y iJ y V (LP 

s) ^mijaLtcmn (nmmm) t. ? k^l < ^th ? s t^^%n.t^mn\ciia^tc^ 30 • 

bTfg^H^K^SgiJ-r 5 C i: A^T't -So tfc. P A^ L < « L P S ?r^)!lD LT, Bl IC M i 

p-1 )s ae?A^^a^w^ nfct^ffi©#^cftjg^i%iR*i^i!n] Mi^i^s^^int^t/^ 

>&JiSi:tT{iffi!|^«;&SSiJ-rsci:€,T:t5 (Bosco, M. C. J. J. 
Immunol., 164, 3283-3291, 2000)o 
[0147] 

SfcIDOlcMLTti. IFNy*}^i[I□LfcV^D77-v'*(W?.§ilffl»S)i:^ IFNyi: 
MS^!|%«i:%P^lC)!jnx./cv^D77-i>"i:T'. SMI Doae?OI8?lU-<;V^J:ti?t 

.t(OR^\y-^)\^<DWp^mmtLxmmmn.^mmt^ctii^X't^.^tc. iFwy 40 
^^ADur. KJci \i omB.^t)^^mmm-^ritci^m<o'? ^ uy 7-'j\nmmmn^miia 

(r>Rm.]y^i\yo:>^y^m^tLxm'i^^%^mmir^ct^x^^ (c a r 1 i n, j 

M.P), J. Interferon Res., 9, 329-337. 1 
989 .'tL<{iiE«ISi!fflBS*ffll^fc:7Jffi^LT, Da i, W. B i ochem. 

Biophys. Res. Commun., 168, 1-8, 1990)o 
[0148] 

i:oj:9**%WOX^"J-^>i^7^ffitc*5lt5aG?f8iSb'^;HO^tBRD'Sft«. m 
fBSfflflSA>e.Pg|t/-cRNA*fc{iMRNAA>e.e¥?nfcfflffiW^1^';5?^L':t^Ki:*^ 

m<r>mm^-ti-t^m^^x. Suie (2 - 1 ) ajciea>bfcj;9i<:> /-+f>7ay vm so 
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. R T - P C R ffi^ ifi>^(7):^g, *5l/^{iD N Ag^>y :/*fiJffl-r§;^StC|tfoT^j5gT- 

#-5o mmtt^mB=i'^miy^;v<o{&T i^u. m'p) ®efit±. mnn cmmvaiK 
) ^mm^^rcmmicisif^F c Y ^ i i laae?, FcyR i i i bmm^. u 

igilfe^. NRG-2ae?. ^4^y + -^---tr sae?. HM7 4ae?. REG 

I I lae?^ LPAPae^s Mip-i/sae?, L--t:ui7g^>iie?. egfl 
eae^. looag?. iL-sae?. cDiicag?43j;ifTLR2afi?(Dv> 

T10%. »tb<a3 0%. 1flC^(?*L<fi5 0%J^i±fi!){fiT (fflSiJ, M'P) ^M^t 
[0149] 

S^FcyR I I laJie?. FcyR I I Ibafi?. Migfig^. NRG-2 
itfc^v ^^V^i-~-^Z sag?, HM743ie?. REG I I LPAP 

«fe?s Mip-i/sae?, L--tr^^f->ite?, EGFieae^. looae? 
. I L-sae?. GDI 1 cag?t3j;t;TLR2 ae^ ov^-rn^^o^iiu'^;!/©;^ 

0 *^B^©FcyR I I I aie?, FcyR I I IbSe?, MigSg?. NR 

G-2ag?. ^^v^i-~-{f sae?. HM74ae?. reg i i lae?. l 
PAPfifi^. Mip-i/sae^, L--bu^g^>ae?. EGFteae?. ido 
aG?^ iL-sae?, c d i i c mB^^j^ifT i r zmBj'oi^-rtiif^^^mwM 

^ig-r573S?>s$^n5€>cD-e$>t), c (om^i^c^^^r . m^m9 icmmr ^ rFcy 

R I I I aag?. FcyR I I I bag?. Migag?, NRG-2ae?> ^ 

+ + sae^. HM74ae?, reg i i lae?. LPApae?. m 
ip-ii?ae?. L --b ui7^>ae?s EGFLsae^. looae?. il-s 
ae?. cDiicae?. TLR2ae?j©M^ic{i. cne^nB^ae^o^sK 
ffli s « i: V - - a g ? t CO Bt ^ a e ? # $ n § o 

[0150] 

j!?Sti^o Mi^&dicit. ±ia©;i^'>7 X ^-€ae? os*^, ^a-^SZ;!/* 7 ;i-X7 r 

1 kb. Jf*L<tt*^2kb^fflV''§c:i:*^T't5o 

[0151] 

*|g^ae^OfgilS)J»®«(i. ^J^tfCi) 5' - RACEjS(0IJA{f. 5' ful 1 
Race Core Ki t (SS3fi^±S) ^^fflV^THSS^nS) . :t V d ^ ^ y y 

i i) Genome Wa 1 ker Ki t (. ^ u - y y ^ ^±^) ^\^^Z 5' -± 

[01 52] 

^^BMox^ 0 --yifysmic^omm-^n^^nii. FcyR i i i aag?. fc 
yR iii^bae?. Migae?, NRG-2ae?. '\+y*±--t* sae^, 

HM74ag?. REG I I lafi?. LPAPafii^, Mi p-1 pmG^. L--{r 

b^g^>ae?. EGFLeag?. iDoae?. iL-sae?. cDiicag? 

*3<ktfT LR 2ag^(D'>;5:< i:fe-aoag?cDae?fg]lfflJ$fJ§iJi:LTfiB^tt§c 
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[0153] 

(3-2) ^y'^^%<DRmm^iiUtt^7.^^)--y'^'y5m 

FcyR IIIa(FcyR IlIa^'>/^i'«).FcyR Illb 
(FcyR I I \ h ^y/^^n) . Mig (Mlg^y/^^S) . NRG-2 (NRG 

- 2 ^y/^^%) . ^-f-^ 3 ('N^^y^-f-'tf 3 ^yf^^m.) . hm74 ( 

nUT A it y %) . REG 11 I (REGI I \ y A ^ . LPAP (LPA 
p^ty/^i^K) . Mi p-1 jJ (Mi p-1 /S^y/^^M) . L--{r^i'^> (L--fcrU 10 
i'^>':5r>/^^H)^ EGFL6 (EGFL6^y/^^R)^ IDO (IDO^^-'^^S 
). IL-8 (IL-8^>/^^'a), CDllc (CDllc^>-'^^'a).43<fct>*T 
LR2 (TLR2^'>Ai/K) (Dl^TnA^cD^S^fflM-r-S (S'>S-&-5) %K^7>^'J 

*%B^7>i'U--V^*7?ffi{i. '^©X8 (a) . (b) feitf (c) ^^ts : 
[01 54] 

(a) «l^tlMi:FcyR I I la. FcyR 1 I lb. Mig. NRG-2. -^4^ 
y^i--"^ 3.HM74.REG III.LPAP.Mip-l/S.L--bU^^^> 
. EGFL6. IDO. IL-8, CD11c*3J:J;TLR2 O f .n *^ % ^ 31 rI t| % « 
BSi:^if 20 

(b) «^!t%«^g^tt^-(i/cfflflStcfc(t5 FcyR Ilia. FcyR I I lb. 
Mig. NRG-2. '\ + V+ -f--tf 3.HM74.REG I I I. LPAP. Mi 
p-l)3. L--t:bi7^y.,EGFL6. IDO. IL-8. CDllc*5j:t;TLR2 

© 1/ > -f n A> <D ?i « * sij ^ L . IS % 11 •« ^ K 1% K ^ s ^ * V - « aa *i It ?, ± le 

(c) ±E(b)©lt«*SSlC»-:5l/>T. FcyR Ilia. FcyR IIIb.M 

ig.NRG-2.•^4^V4^:^-^f 3.HM74.REG III. LPAP. Mip 
-1)3. L - "tl^^^y . EGFL6. IDO. IL-8. CDllc*3j;t>*TLR2<D 

V > -rn o ^ ^ « * s '> ? -a- 5 « ^ t» s % ^ fl? -r 5 1 @ o 

[0155] 30 
I I aiie?. FcyR I I I bitfi?. Mi giie?. NRG-ESe^. -N+y4^ 

•:^-•tf3ae?. HM74ae?. reg i i liie?. lpapjig^. mi p-i 
L --tr b ^>aG?. EGFLeae?. iDoae?. iL-8ae?. 

GDI 1 cae?*5d;tfTLR23te^OV^-rnA^*f§i^b. fgilS!t^i:LTcDFc yR 
I I la. FcyR IIIb.Mig.NRG-2.^+y^■:^-•tf 3.HM74 
. REG I I I. LPAP. Mip-ljS. L--t^^f->. EGFL6. IDO. I 
L-8. GDI \ ciS iiXS 1 L R 2 (DX^^t tlt-^^^t ^^^m^-^Wi^^^f ^ C tiS^X ^ 
SoCC-^FcyR IIIa.FcyR II lb. Mig. NRG-2. y + :^ 

-■tf 3.HM74.REG III.LPAP.Mip-l/3.L--bU^9=->. EG 40 
FL6. IDO. IL-8. CDllc. TLR2©!fi|:iS. ae^SI^T'SS^y-'^i' 
K^l^Si© >i7 XT. ^ yjifc T^tffi-r § c i: ic J: 0 . Silgf c T- 1 5 o iSSBBS 

i:tTa. fti*W{ta. Buie (3-1) (1) ~ (3) 0 is., i bdo 

©SBBSUli^. i!fflflSHli5i-. WBa^B^^ if t § S n 5 o 
[0156] 
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. en e> sij ffi ^ n ^5: o 

[0157] 

mmmic^st^v i b Dfcsstfcs^o^s (i^si) ffl^jT-a. ie^^^h (^k 

)ffl^tJ:bLT. WaS^lCFcyR IllaSfi?. FcyR IllbSe?, Mi 
gJlis?. NRG-2ae^, ^^y:^.^_^f sa^?, HM74ae?. REG I 

I imin^. LPApae?, Mip-i/sae^, L--bb^5^>ag?, egflg 

afe^. iDOiife?. iL-sae?. cDiicaf5 7fcj:t>'TLR2ae?*^%]i 

aiBDi:MaLTi^5i:#K.s,n§o <k -^x^^moyT.^ ^)~=.y ^^i5m\c[t. c ne. 

FcyR IIIa.FcyR IIIb.Mig.NRG-2.'^^^y4^:^-•tf 3. 
HM74. REG I I I, LPAP, Mip-1/3, L--feb^5^>', EGFL6, 1 
DO. IL-8. CDllci3<J:t>'TLR2€)V>fn*^©^>/^^'|83i^^;l/;&Jg<fi:L 

A^s^^n^c ciox^ •j-->^-^ac<fcoT, I BDnmm/mu^m^M-^^ (i 

■r^^D^*fg0^CDX^ >J-:iy^;^ati, F c y R Ilia. FcyR IIIb.M 
ig.NRG-2.'s:^ry:^^-f--If 3,HM74,REG III.LPAP.Mip 
-1/?. L--bb^g^>. EGFL6. IDO. IL-8. CDllcfecfctfTLR2© 

[0158] 

i^n^noymm\t. SttS^lcaPcyR I I la. FcyR I I lb. Mig, NR 
G-2.-\^y^i--M 3.HM74,REG IIKLPAP.Mip-l'/?.L 
-"^V^^y^ EGFL6. IDO. IL-8. CDllcfcJ:l>"TLR2®t^1*nA^^ 

o^£D« (L/-^;l/) fcit LT{g< c LT, ^ ii i: T- 1 . t /c. c n 

5>FcyR II la. FcyR IIIb.Mig.NRG-2.'\*y^:^--b" 3 
> HM74. REG I I I. LPAP. Mip-1/3. L--b^^^>. EGFL6. 

I DO. iL-8. c V) \ I ci5 kxs 1 L R 2 (o\^-f nti-^(D ^m.M^\cmm.mm^ 9.^ 'jd- 

Bi:-r SfflSS^fflv^S^^fi. fgs^»ft« (fi?iJ^(±-'J.Kd<>J-9->yA^i' K (L i pop 
olysaccharlderLPS), 5^;l/.1?-;l/x:^f-;l/(PMAI?). *;l/i/>>A 
^^77:^-7. ■»^-i'hA-r>(IL-l. IL-6. IL-12. IL-18.TNFa 

. iFNy^) m) ■:>Tmm-^n^'^m^ y ^^■^ (om^tmmmn.(D^^},L ii-Dxm 

o 

[0159] 

cfc t) ft 65 « . m^umm^^m^^xh?, c a c o - zmm. h t- 2 9»!fls*/c{ic 

oLo 2 0 5 mmm(Dmm^mi>x I B D(D^mm^rciirhmm'D^^i^^^trj::^m 
m^m^x^ ')--y':ft^izii. ^m^m^i}a^rj:\,^mm cnmrnm) t. mm^n^ 

ijD^rcmmtX. ¥ c y R Ilia. FcyR IIIb.Mig.NRG-2.'\:^^ 
V^i--^ 3.HM74.REG III.LPAP.Mip-l)3.L--tuW> 
. EGFL6. I DO. IL-8. CDllc43<tD*TLR2©V^Tn*^cD^>/^^'K(D 

m (u-<;i/) ^jtKL. ^(DM (u-^ji) (om^i^^m^^tLxmm^n^mmt^ctfs^ 
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T-^?>o ^/c. 'Jj}<jKiJ-9--y;^,^-rK(Lipopolysaccharide:LPS 
) . ;fwl/4<-;l/XX-f;l/ (P U Am) . A>l/v"i7A'f:4-/7*7^ ^ ^ \- f} ^ > (I L- 

1. IL-6. IL-12, IL-18.TNFl|)4H<D$iJS[?pJ*^itaLfcifflBS(WBg 
ifflSS) *'J^?t'Ji:M^1%»i:*|Bl^lC)!raK.fcaBBSi:T'. Fc yR I I I a. Fc yR 
IIIb,Mig,NRG-2.'\ + y^-f--b' 3.HM74,REG III,L 

PAP^ Mi p-ip, L-'bU'^^y, EGFL6, IDO. IL-8, CDl lci3 

yR IIIa,FcyR IlIb.Mig,NRG-2.'N4^V + :^--fe* 3,HM 
74. REG I I 1, LPAP, Mip-1/3. L--tU^f->'. EGFL6> IDO 10 
. IL-8.CDllcfcJ;t;TLR2 O ■fnA^A^a&^n/c^^^OlMBStCffiglil^jS^; 

[0160] 

2is:%0^<OX^'U-->'^*7^ffi^C*^*^5FcyR I 1 I a. FcyR I I I b. Mi g 
, NRG-2. '^+y + ■f--tf 3.HM74>REG III.LPAP.Mip-I 

P . L--bU^^>> EGFL6. IDO. IL-8. CDllc43j;t>*TLR20V'>-r 

FcyR I I I a ^ y/^^mtrzitt(Ot^^u^\ thFcyR I I I b^>A^K 

S fc a ^ © ^^^ ^ a h M i g ^ > ^> a t fc (i •?■ CD * a ^\ t h N R G - 2 ^ > 20 

nttcU^ (Ots'bu ^\ t h y 4^i---t' 3 M $ fc {i^-©4-x^r n i7\ 

HM7 4^>/^^atfctt*<D*^-ny, thREG I 1 I ^ > /i Mt fc it <0 t> 
u ^\ t^LPAP^>>'^^atfc^i^O>1-^^a^^ lihMip-l/S^y/^^.atfctt 
^(Ot^.'bu ^\ M V L - ^1 V ^ =}- y ^ y ^ fc\i. (0 it^ =E U if , thEGFLS^f^ 
/^^'S^fctt^O^tD^f, thID0^fy/^^M$fca^©5h^rai^, k:hIL-8^ 
y fMf 9.t.rz\i^<Ot-^u ^\ fchCDl lc^>/^^aSfctt^fi[)*;*a^\ t:hTL 

R 2 ^ y n^Tcit^ (Dt^^'ci jf^um.t ^^W)' ^m\^^rc^ y-r u y vmrs:^ 

x-f '>a-?;l/;j-4^->^--{f (HRP) * if £D § T ^SS t fc - i^$t i^^f § tix» 30 
«rfflV^T^iSL. iine.1fiStiaS*Oi>y:>-;l/^)Ki<f^j|JS§i (BAS- 1 8 0 0 I I 
:«±7f;l'i.ttSI*H) . mjt^tUggi&ifT'igiJS-r^u^lCckoT^Sg-etS, tfc, 
-:^fi^^*^LT*l8W3^,S■v-;^7-:S•ffl^^fc^, ECL Plus Western B 

lotting Detction System (^7 y \ L. 7r;l/V->7/^'l'^ 

ORM 8 6 0 (7VS/-^. A 7 T ;!/ 7 / W x ^' S ) -Z? iJ ^ f S C i: T" t 5 » 
[0161] 

(3-3) 9yf^^n(Dm^ (Stt) ^J§ei:t-sxi'U-->^'*7^te 

*f|0^a. FcyR I 1 la. FcyR I 1 lb. Mig, NRG-2. ^-f 
--tf 3.HM74.REG IlI.LPAP.Mip-l)3.L--trlx^'^>. EG 40 
FL6, IDO. IL-8. CDllc$fc(±TLR2cD^t6(gtt)^«lSiJ-r5!^a^ 

^} --y ■^ft ^li'-A^^mt 
^^m<D7.^ V -~y ify5'tiii:ko:)xm (a) . (b) rxs (c) ^^ts : 

[0162] 

( a ) ftjg^l^a* FcyR IIIa.FcyR IIlb.Mig.NRG-2.'N 
4^y^-t--tf 3. HM74. REG I I I. LPAP, Mi p-ljS. L--bU^'f- 
y. EGFL6. IDO, lL-8. CDllctfc(±TLR2tCgtt^-B--5XS. 

( b ) ±B (a)OlSK:eHLT^i:5FcyR Ilia. FcyR IIIb.M 
ig.NRG-2.^^y+:f-if 3.HM74.REG III.LPAP.Mip 
-IjS. L--t\yif9-y. EGFL6. IDO. IL-8. CDllc$fct±TLR2«D 50 



(40) 



JP 2004-65120 A 2004. 3. 4 



mm tfz limits m^L. mmmtrciim\t^^^^»^mm^^rj:i-m^(DF c y r 

IIIa.FcyR IIIb,Mig,NRG-2.^4^y^:h--tf 3,HM74, 
REG I I K LPAP, Mip-1/5, L--b^^^>. EGFL6, IDO. I L 

-8. GDI lctfcttTLR2©«t6tfc{igtti:l:t^1-5lS, 

(c) ±12 (b) <Di±KJgmtcaon-T, FcyR I I la, FcyR I I lb. M 
i g. NRG-2, '\+y^:>---{f 3,HM74,REG lIl,LPAP,Mip 
-1^. l-^U->9y. EGFL6. IDO. IL-8, CDllc$fc{iTLR2© 

[0163] 

U-^>y:^a43V^T{i. F c y R Ilia. FcyR I I lb. Mi 
g.NRG-2.'N4^y^:>---tf 3.HM74.REG IlI.LPAP.Mip- 
1^. EGFL6. IDO. IL-8. CDllc^/-cti:TLR2(Di.^ 

■^^fcyR Ilia. FcyR IIIb.Mig.NRG-2.-^^V*:>---e 
3. HM74. REG I I I. LP A P. Mip-l/S. L--feb^^>. EGFL6 

. iDo. iL-8. CD I I ci^rciiT Lji 2 (D'jim<Dmm ■ rs^m^^.icmm^M^ 

^tob.S^FcyR Ilia. FcyR IIIb.Mig.NRG-2.-N4^y + 
i--'if 3.HM74.REG III.LPAP.Mip-lj8.L--tb^^>. E 
GFL6. IDO. IL-8. GDI lcf/c(iTLR2 (0'j^m(Omm • PI 

C 0 1 6 4 ] 

BSie*fgW<DX^ FcyR Ilia. FcyR IIIb.Mig.N 

R G - 2 . 'N^y 4-:>---lf 3.HM74.REG I I I . L P A P . M i p - 1 /3 . 
L--bUi'^>. EGFL6. IDO. IL-8. CDllc$fcaTLR2 *#tr7j<rg 

c ^ T- 1 § o 

[0165] 

ilCTFcyR I I la. FcyR IIIb.Mig.NRG-2.'^4^y + :^--t* 

3. HM74. REG I I I. LPAP. Mip-lj5. L--bb^^>. EGFL 
6. IDO. IL-8. GDI 1 c* i^c {± TLR2^#€y 7K ?gjSi:LT «. P^ff Fey 
R Ilia. FcyR IIIb.Mig.NRG-2.'\^y:^^^--tf 3.HM7 

4> REG I I I. LPAP. Mip-1^. L--t?b^g^>, EGFL6. IDO. 

IL-8. GDI lctfc{iTLR2^#4?ii^cD7j<g^cDffl. CtlibCD^y;i-^M^^ 

So 

[0 1 6 6] 

■fsFcyR Ilia. FcyR IIIb.Mig.NRG-2. ^^y-f-i--^ 
3. HM74. REG I I I. LPAP. Mip-lj3. L--b^^5^>. EGFL6 

. IDO. ll-8.CDllctrcliTLR2:^^mL'l§^mm^mif^Ctt^X^^ 

c ^mmtLxii. mi^ffjicii. mm (3 - i ) ( d _ o) ice« l/co: ^ ^j:. 

fi a fe^ ® v^ ^-ti /b^ ^ W A L /c « fbJfflSS ^ if ffl c i ;^)^ -e t 5 o 
S /c * fg © X ^ 'J - :z > ^7" ;^ a ^ V > e, n § a BS iS ^ i: fi , J: le ^ flg 4 31$ -r S a CD 

[0167] 

Mtex^U-->i^JC:j3V^TfflV^e,n§FcyR Ilia. FcyR I I lb. Mi 
g.NRG-2.-^:1ry4^:^--t* 3.HM74.REG III. LPAP. Mip- 
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L-^rU^^V. EGFL6. IDO. IL-8. CDllci3<tr>*TLR2{i> 

(/^■rnti>a©^>^^^aT'feD. iiie (1-3) iciaaLftipc, ^mmicii*)mm 

;Jn5®e?©iB5iJ1tffi(E5?iJS^l~l4, 2 9) icS-iSl^T. DNAi^a--^^, 

. S^#tceia€>73ffi. feSvniXiKIBK©:^^ (Mo 1 ecu 1 a r C 1 on i ng 
T.Manlatis et al.. CSH Laboratory (198 
3), DNA Cloning, DM. Glover. IRL PRESS ( 
1 98 5) ) HiUcmi^mo C ttl^X't 

[0168] 10 

mmmic^.t ^0 ic. i b DicmmLtcm^<oizm imm) mmva. m'^m^m (.mm 

) mi^lCttLX . IfSWlCFcyR I II aMB^. FcyR I I Ibjifi?. Mi 
giie?, NRG-2jie?. 'N + y + -tf SSe?. HM74jie^. REG 1 

iiae?, LPAPie?, Mip-i/siie?^. L--bP^^^>jiG?, egfls 

iie?. iDose?', iL-sae^. cDiicffle?fe<j:t>*TLR23ie?*<f8]i 
±^LT(/>§o e<D»im*^e.. c np.<Djie?^cDsi]i^!|^ (^^/^^s) (omm (se) 

<ine)FcyR I I la. FcyR I I lb. Mig. NRG -2. ^±~-{z 
3. HM74. REG I I I. LFAP. Mip-l/J. I - -t U-i^ 9 > . EGFL 
6. IDO. I L-8. GDI 1 c ^fzli T L R 2 (Dmm (iStt) ^mmtLX. > 20 

^^;^atj;ntif. FcyR I I la. FcyR I I lb. Mig. NRG-2. 
V +-^---t: 3. HM74. REG I I I. LPAP. Mip-.l/J. L--tb^7f->' 
. EGFL6. I DO. IL-8.CDllc^fcaTLR2®*StlS^cti?g14^flJSiJ-r 
*^<bTIBD(DiSffi/aiM{tffl*W-r5 (IBDtcS^LTa5f#/j^ 

[01 69] 

■r*t)^*^W<^)X^'J-->i'*73S«. Fc yR I I I a. Fc yR .1 I I b. M 
ig. NRG-2. '^+y:^^:^-^f 3.HM74.REG III. LPAP, Mip 
-1/3. L-^U^^y. EGFL6. IDO. IL-8. CDllc$fcaTLR2© 30 

[0170] 

^n^l^*^. ^K. ^7°^K. m&K (FcyR I I la. FcyR I I lb. Mi 
g. NRG-2. '^4^y + :^--lf 3.HM74.REG III. LPAP. Mi p- 
1 li . L--t^^'f->. EGFL6. IDO. IL-8. CDllc$/-cttTLR2tc5^ 

t ^tfiw^^ts) . ^mit^^. mmit-B^rj: . :^^m7i^ v --y^^fn. *<* 
am. aG^7-r:77 u-o^^SEti. -^^m^'^it-^m. -^^-^zf^h-. ^mit-^^rj: 

[0171] 

■lr-rati:S-:3< :^^5' y -r:i/i^?5rffitc-5V^Ta. WT© ri. §gf*i^-&RlSjSttKS-:5 
< X ^5- U > i^'j . 43 t; r I I . G P G R iSttt go' < X ^ U -- V^'j (OStcfaa! 

I. y/^^soati (ffitt) ti:S'cy< X -^y^'j cDatiga-rSo 

[01 72] 

I. S^tj:l^^fflgStttCg-:J< X» 'J 50 
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*|gB^^ ^/■^i'KcD^^, Fc yR I I I b. l-'tU^^yisi:ZSJLRZ 

' ^ c y R IIIa:igG(*yv-).3G8(FcyR IllaO^r/^n- 

■:^;^^^[^*) 

•FcyR IIIb:igG («^ft) 

• L - -b b ^ ^ > : 7 'J ;!/;!/ ^' X K , G 1 y C A M - 1 

• TLR2 :/';^rU7**©y4^:Jfy/^:J^K. -^:/f-K^UA> 
[0173] 

SfcMi g, NRG-2. Mi p-1 pRlS I L - 8 ti 'J > F * D > =t(0^^^t L 

• M i g : C X C R 3 

•NRG-2:EGFR. ERBB2. 3. 4. 
•Mip-1/3:CCR5 . 
•IL-8:CXCR1,CXCR2 
[0174] 

cfc-^T, cne>*|gH^^>/'?i^K(FcyR Ilia. FcyR IIIb.L--bb 
^^y. TLR2, Mig. NRG-2. Mip-l^&D'IL-8) OlSfigS^cttgtt 

tt*f§^©X^U-:^>i/;^Sti, i^cDIS (a) , (b) Stf (c) %$ty: 

(c) ±E (b) (ommicm-^i^r. i^^^^micitLrm^m^i&T^^^^^f^^n 

[0175] 

^-^t ^ c tic ^ -^r . 'J iiy r (D§:mw^<Dm^^mmr ^mmcoi,<DX'Sb-ox 

0 fit. ^ fettA 1 T<Dfti«cD^^(i. smi^icm^Lx :f]y h' tmcwm^^m 

m-^ titcmm^niiwic. tib : 

(d) ±fE (c) T'SS^SnZ-cMK^^RO^A^e, Mic V M > t m W m ^^WL 
[0176] 

[0177] 

tu IB JgKlte^fflBSti, Molecular Cloning 2nd Edt.. Co 
Id Spring Harbor Laboratory Press (1989) 

'Mm%ict^x{i^m(oy;mxmmt?>ctt^x^:s>o m^n. miBg 

§«:€)cDNA^pCAGGS (Gene 108, 193-199 (1991)) , p 
cDNAl. l.pcDNAS. I M m W i ^ y \£ h a x y ^) H E CD {i^ m (O ^M^^ ■i^ 

fi^icMjiit?,^y/i^M^^m^^rcBnmMm^i'fmt^!i tii^x^^B, 
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[0178] 

>'iE*;l/->'>Aii(J. Virol.. 52. 456-467 (1973)). L 
T-1 (Panve r attii) ^fflV^ST?!*. ae^#Affl'je-yF (L i po f ec t 
amine. Lipofect in;Gibco-BRLa:i5!) ^fflV^5:^ii*if*^^ff 

enso 10 

U-:::yyiCfflV>;S,C hA^Tt^SA^ BS S ^ X ^ 'J - - > ^* ic ffl ^ ^ « . i^ij 

TUSu-fo^iioicLxmmi^m^^m^ctij'^X't^o t ^j: t> ^ t mmic -y y r 
^(D'ttm^^^m ^ o Lx <i(DiDLmm^ ^"iy y 7 -icmmt ^ c tic X >) . s^ft^^w 

[0179] 

/c JgSe^JfflSSA^ B . ■Affile i ffi^x. ^ ^[HliR-r^ c t <t O'ffS d i: t § 20 

o t iblc. Bii IE ^ ^ U A" > K O ffl . 7 3 ^ X h 'J A* > K i: b T a <D t O t ffl i) c i: jb^ 
T- 1 So 

S(ii:fet5o c u Tli^^^a i: LTtt. ]Ki>H4lBH4{* ( ^ H . ' ' C . ^ S . ' ' 
*IH).M716^K (Molecular ProbesttAlexa Protein 
Labeling KitsH).{k^%Jt!|^H(Assay Designs *l:Ch 
emi luminescence Labeling KitH)>tf^'^>'(Pier 
cettEZ-Link Biotinylation Kitsl|)>v-;^j — ^jy/^i? 

Aff7;l'*U7*X7T^'--if(Cell. 63. 185-194. 1990)>Jn;^* 30 

OFcffi^(Genbank accession number M87789).$ 
/■caHRP(Horse radish peroxidase)^ifOt^*i.^to©v- 

[0180] 

§f*?r^*-r STKjsjs (a^^»?g*^ffl 5 ns) . tufB«iise u < aaiBanH^j-ic. i 

^ « *^ ffl 6 n § mm mic ^.\:,x 3i ^ / ~ n m s o ^mtat c t i,x- ^ ^) 
^m^tc'ik. mmLtcmmv ^> ¥ ^iia^. -tE^m imn. i o^^-zmm) kjs^i^ 40 

fc 'J Kfi^ltSiJ-r 5 c i: A^T- 1 2.0 feSi^ti. J^aito^ilfflBS L < (i^Ba^iii^^*# 
[0181] 

5*^S3!)^€:ffFfflS1-SC i:*<T*t5, t t>*, m^mno 7. i> 0 - - > '!f it . ffigj*&«#l£ 

9 C i: A^ T' t S o 50 
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* W ^ Pfl S $ ( % ) ic-Di^^Xii. JL;( T O : 

«) } X 1 0 0 
[0182] 

I I. GPCR?5<1=teS-:3<X'»D--:y.y 

^mn^y '^^nno'ib. Mig. Mip-li3Rt>•IL-8«^^■rn^.';A"yFT•^t) 

. ^OS§ft{±J^T®^(nt G PGR (Gge«fSMS§i* :G-proteln cou 

p 1 ed r eceptor) Tfe5c:i:jb^S]C,nTV''5o 

M i g : C X C R 3 

Mip-1/?:CCR5 

IL-8:CXCR1, CXCR2 

[0183] 

$fc*|gB^^>/-?i^K(D^ -SHM 7 4 tiG P G RT^So =k o T , C n 6 * % ^ > ^ 
® (Mi g. Mi p-1 ^Stfl L-8St>*HM74) £DStltfc{iSttCD{gT^fefc6 

•rM^?^R (MffitiK) ©X^^ U -^>^?-a. G P C R gtt;&|5IS1-§ A^§*^;&SlJS■r § 
ii iilcioT. fT^ c i:*^T't§o J^^T. f^«6*lft#ai: LT. (l) GTPtOi^^ 
StttcS-:5< 7.^ SD' (2) G P C RO^ajSttli:a-:3< U-::i>^ 

O V^ T IS M f § o 
[0184] 

(1) G T P ^cDM^?^tttcS^-^< Xj^ 'J 

GPCRi:(D^^ffittfc«-^<X^';-->y{i, GPCRjb^-GDP^ftTT-GTPZf- 
D^T'fe§GTPySi:^^t-§tt«;gr?lJ^LTtTaci:Atai3|5^^-^^^-g;2^|gB^^;^ 
i/iJ-_>^^«, GPCRi:GTPySi:(D^^ (J:l3ftf*6^t{iGPCRi:G^>/^^ 
Ki=<D^^ft:^G T P y S « Pfl « (ffl$ij) "T § *> S *^ ^ SO ^ ^ S C 

a ) ^ ( b ) RCf ( c ) ^#tf : 

^a) M^1^KO#aTT'> MieGPCR. M E U A' > K *J J: tf G T P g «! ? -ti 5 I 

(b) ±ia (a) oxstcSHLT^cs G T p^g^M^&S'J^L. 
tiS##fiT-eG PGR. UJ!^>K^3<j:t;GTp;&g)|l.^^^r.Sili:^cioT^#e.n§GT 

(c) ±E (b) O^Stca^v^T. *fB8^^«fcitLTG T Pi^^»;^jgT?-&SS 
[0185] 

*f60^x^ y-->^'*"^'ffl''^^GPCR;&#*t-§aBg{i, SKGPCR;&55^[St^;iL 
TV^;5»SS;&ffiV^T^,mv^L. tfcaKGPCR;&n-Fi-;5ae?^iMliSte:«ALTf^ 

f^fc-^. S^#tci^ft]O^S;|rfflV^T. HutgG P C RO%a'^^^5?-;g:f^i!L, CHO 
-K 1 «Ba • H E K 2 9 3 Iffl SS ^ tc Ji »J ^ $ ^ K |g ^ ^ BS eL< atulBG P G 
R*^MlC^^Lrt^§SBSS;|rPii-r §0 CCT-. i£j g fS i; T . G ^ >/^^g<3r)f|]l-< 

-^P#f^ (0y^tf. 30^-2^^) Y ^ |. -^5^ gf-^ [3 

* S]^-GTPyS^ii^L. -S^F^ (fi^J^tf. 30^-2^ P£) -O^a'^-h^?, 

^--t^SfWStt^ SiJS-r^citc HfiieGPCRi:G^>/^i^«i:©»-&ftfCig^ 
t/c: ^ S] - GTP y S «^»m-rSilfcA^T't5„ MMI^HcDXi' >;-:::> ^''fi 
. M^I^K^ftTT-^D [3 5 S ] - G T P y S S ^ K 1^ # ft T 7? © ^ S 
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[0186] 

**5, U ;<f > H*^^?BT'*5 H M 7 4 lCOl>Ta> H M 7 4 43 ,t G > ^7 II O ® ^ ^ 

>/^^S^fflV^573S. GPCRtCmu t a i on^AnS:^^. & ^ li mm^Mt "fi 

tliX't C tUC-Dl^^T ii. ^^mmmmmm. ^ ^XJ Methods in Enzy 
mology. 343:260-73,2002. J Biol Cliem. 27 
e: 3 5 8 8 3 - 9 0. 2 0 0 1 K: E IE ^ S K o T JlSfe f 5 C *^ T'.t 5 » 

[0187] 

(2) GPCRd^SiStttcS-:5<X»U-->^' 10 

G p c RIC7 h V ijy h't^i^-^t ^ c tic ^ -^x ^-r ^^mri^^mmt Lx . g 
pcR(Dmm (jsi4) ^ts\imr^m^mn^mmt^cti,xt^o mwffiicii^^^mco 

7.^ V - =.y iflsmit. :k(DXm (a) , (b) RZf (c) ^^iS : 

(a) «g|^*a©#ftTT', tijta§§f*i:H(if2'J**>Ki:^SIi!l!*-&5lS> 

(b) ±15 (a) (DlStCgH t U § G P C R L fc:4S?g14^«iJ^ L. SK^ 
aSft;^. ?^lttiK##4TT'SSf*t'J;9'>Fi:^Stt$-a-5Ci:lCct:-pTf#P>n5G 
P C R */M./c^S?S14 (WSS^affitt) i: Jt«t-r ?)XS. RXf 

(c) ±15 (b) ©ISmtS^V^T, WBS^SffitttCit LT^aStt^fllTS-arSffiSJ 

SIS. 

[0188] 20 

uCTGPCR^^L/c^argttiiLTtt. 7 ^ ^ }^ yMMm. 7-t^;i/n'JyiSil. Sffl 

■r^b-s. MEG p c R ^$*-r ^.SfflBS^v^i/^'i' x;i/^b- h^tcig«-r ffSf^ig 

fe5v^fi«lIflaS14^?>^*v^@S*/^>y 7 r-tc3Sg|b. ^SSIfk^ft, fccfct/Ztfc 

5 ci i: t T' t S o 
[0189] 

^{!^6^:S:SiJ^#-)ii: tTlix Fluorescent imaging plate r 
ead e r (FL I PR) ^rfflt^T. mmP^ i3 ^ L.mm(O^W) ^ mHit ^ C t t/^ 
m^f^n^o SufEGPCR*^ GqieT'«^<Gsgetb<«G igei:«fSLT# 
ft-rS^-^T'fe. ^ (D ^' i- )V ^ G (\ ^ -< -f (D ^' i- )\^ . )i' ^ ^ h ^ :^ 

y m^M'&t ^ c t \c ii K> . 7. ^ ^) - - y ^Vr 0 c tt^X ^ ^ o ■r*t?■^^ 40 
\) mUG P GRm^=?-<O^M^^ ^-t. GqSe. tL<{iGqs5Se(Gqs5 
C*SIC. GsiiacDC*4275/K55iS*tt^LfcGq.ga^Mtt-r5o). 
fet<«Gq i 5ge (Gq i 5^:^. CSffltC. G ige©C*ffl75y^5SS*B 

gi t /c G q ge^s«-r 5, ) (D?§]i-^^ iJ'-^itiat-^o cc-e. m^^thx^t. c 

HO-KliMI!SI|%ffll/>«<:i:*<T't, ±EftS'<i'^'-%jiGi'»AH^L i po fe 
ctoami ne (I nv i t rogenti) ^^fflV^Tft#A1"§CtA^T-^?)o 
2) ^A\zmmm^. probenecid (fe^^fflflSrttC^^rSfcfelc. mul t i 
pie drug-resistance pump©fflS^Ji:LTffl(/">5o)x*i«J;QF 
Fluo-3 AM (Molecular Probe tt)tl®*;l/->'>A-l';i->lCj:t) 
TM3t}Stt*^-rfelgi£-^tf F 1 2 C 0 2 'T > + a - - fc T - S 1^ ^ 50 
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3) 'J ]^^p T o h e n e c i d^-^tsHB s sm(om ^i^micmmLrc^m^. m 
iah. 2 ^fiti? F L I p R tcTH-iii-r 5o eima. 4 a a nmo^rjvdyiy-^-r-m 

m^m&L. :>i ;V h t yt)^^-^ L tc F I uo-3©^«;&500-560nm®S 
ft T' i: P) ^ S C t j; o T fT ^ o U > K ^ iP it A> e, 6 0 # t T- CD M 7t ?S a e. . M 

liv M> Y :^W'j]a-r ^mici^jjuL. ^ © ft 'J «~ > K ^ ^ to f S o 

o 

[0190] 

>h (CRE) OTMtc;l/i/7 X . ^'n5A7xX3-;I/7-t^;l'h5>X7x7 

-■tf. T;!/;^ U *;^7 T ^--{f. ^ft*;l/t>, G ¥ P fji E (o U -MB^ L 

l)MfBGPCRag?0%;i'^^:Sf-i:. G^'>/^^' (Gs. Gi)cD|g^'^i/^r-, 
*5<fct>*cAMPjSi§ftxb^>h (CRE) CDTjJSC/l/i/^x^-t*. ^D5A7i-ri 
-;l'7-fe5^;l/h^y7.7x-7--t\ 7;l/*U*X7r^--fe\ fieft*;P^:>. GFP^^f 
® ^'^-^-ae?^SJSL;rcae?;|:{^S-r?.o CCT-. fflBStti:LT(i. CHO-K 

1 aBflS^*fflV>5 u i:*^T-t. ±l2^a-^^^'-^afi?»AM^L i p o f e c t o a 
mi ne (Invi t rogen?±) iF^fflV^T±t»A-r5i:i:*^T*t5o S^c, MI3 

G ^y^^^ ^^MLx\-^mm^m^-^m^M. misg p c R<DmB=^^m.^^ ^-^i^ 

8 Bt ) ^ « ^ § , 

~2 4^P^) 9 - T&^^m^t ^ o 0iil^tf;i/->7x7--tf(D^^«. iffflSS^^ 

^T*»BS^j§*^U, ^©-a5^i-;Srfflv^T;l/i/7x7--lf»gj§fS (T'a^CA-^tLuc i f 
erase assay system^) t ^ tz^co^^t^ ^ J :^ ~ a ~ 

[0191] 

III. 4c %B^g>^» >/^/7Koji^ (gft) ^cac?< X u 

^ o 

[0192] 

(1) FcyR I I I a ©tatfe (rS14) ics< y-- 

F c i:Bf{±*n^a5^j:'3«^^nTi^§o COP cgpffltitfse^tcig^-rs^^?*^ 

FcSS^T', I gGtCj^l-SfeCA^Fc yRT'feS, CCO^-^Fc yR I I I(iCD 
1 6i:fec!:{fn. Fc yR I I I a{4vi7D7r-->\ NKfflSS. VXh^lBS^ 

IS^JfflBS. :7>y;l//N>xSBSS;S:^T'|g]l. Fc yR I I I h\i^^n (^Jg 
I^SjM^) i: I F N - y J;^Tffi1±fk^nfe»S!^{CT%]lLTV^5 <: i:A^ft]^nri^ 

-So 

FcyR I I I a ©iltii: LT I g G^ F c y R I I I a 5l>f "T 5 t 7 ^ n - ± ;Hft 
(3 G 8*if) i:©^^ (E d b e r g. J. C. e> , J . Immunol. 
159. 3849-3857. 1997)^.iiig^tcj;oTec§TNF-a. 
IL-lp. IFN-y. IL-2R. c-fos^<D14tiiD(Cassatella 



(47) 



JP 2004-65120 A 2004.3.4 



, M. A. ?>^J. Exp. Med., 169. 549-567, 19 
SQsAnegon. I. 6. J. Exp. Med., 167. 452-4 
72. 1988.Sulica. A. ^vEur. J. Immunol.. 
26. 1199-1203. 1996>Trotta. R. J . Exp. 

Med.. 184. 1027-1035. 1996),*fflflartA;l/'>'i'AJ^IP 
3<DlSa<D±#(Cassatella. M. A. 5), J. Exp. Med. 

169. 549-567, 1989),Vav.PLC-yl>PLC-y2. 
pp7 0 m(DV ymit {X u , X. Biochem. J.. 318. 5 

27-532, 1996>Liao. F. 6),J. Immunol., 150 

2668-2674. 1993.Vivier. E. Eur. J. I 

mm unol., 23. 1872-1876. 1993),NKiffl8SOti^^{b( 
IgG^ryv-[mIgG] t I I - 2 «#tCT/L3l. 3G8 { / ^ u - -f )\> tfi 
W\ i:IL-2 J^#tCT{gT),CytotoxycityjSi4<Dji'>(Sulic 
a, A. e)>J. Immunol., 128. 1031-1036, 1982 
>IL-2 l^#ittT03G8tJaT*ttlii!ra [Sulica. A. Eur. 
J. Immunol., 26, 1199-1203, 1996])^if;6^ftie)n 
TV>§o '^-^X . KFcyR I I I aOl^^cDltStcScJl/^T, FcyR I I I aO 

mm (gtt) ^mmt^mn^7.<;^)--y^t^ctt)'^X'^^o 

[0193] 

AlTFcyR I I I ai:IgGi:0$g^iS14 

FcyR IIIafcIgG © SS-^ff ffl ^ fij ffl f 5 ui:tCj:»3,FcyR II la© 

mm (Stt) ^fflisij-r 5 ^siK^x ^ 'J -- y y-r ^ c i: *^T' 1 5o ■r*tJ-6*^«^©7. 

U-->^*73S«^ (a) . (b) RD* (c) ^^t?: 

(a) ffiSltlKOl¥ST-e. FcyR IIIatIgGt^^«$-ti5XS> 

(b) FcyR I I I a tC^-r 5 I g G ©ife^««raij^ a^!g^fi%^ MiH^a 
l^#aTT-Fc yR I I I ai:I g Q t ^^f&-^ ^ ^ ^ -d X % ^ tl^ V c yR 

I I I a\cnt^ \ gGOig^a inw^m^m) titWit ^nm.. 

(c) ±12 (b) ©ifSStca^V^T. ^B^iS^atclt UTi|g^«*(gT^-&5«SJ1^a 
[0194] 

O?^ J*ti:»-:5t fT3 Ci:*^t?tS.<:i:T-FcyR IIIai:LTa, FcyR II 
[0195] 

A2TF c y R I I I aOiHBBSrt^/l'-^^'A'l'si-yJitaStt 

FcyR I I I a<Dfir-r?>iiiSartA;l/v"^A'i';t>'itAD?§1t*fyffl-r5i:i:lC<i;0s F 

cyR I I I a<r>mm (S14) ^96mt ^mn^T.^ - -y ■^'t ^ c tti^x % t 

*t5-&*fgW07>^";-^>^"":^ffi(i. :k<Dxm (a) . (b) RZf Cc) ^^£y: 

(a) MSIiaSfil.FcyR Illa^SiifflflS. i3i:t;FcyR Illaf^ifttt'J 

;<f^^K(IgG.3G8 ^t*)^Stt$-a:§lS. 

(b) ^^^K^mmt ^rc±mm^o:)m^fH:f3 'y t ymtars^t^m^L. m 
'i^'&.itw.^mnn:^m.^^fi^^m^mu<rimunij)\^'y^i^^^y'^w-&'&.}iYcm-^^iL 

(c) (b) tc8-:5v>T, ±IHiSlflS<oaBflSrt A A'f =i- >Ji*P?gtt«rai 
SiJ T § ffi ^ 1* K S -r 5 X S , 

[0196] 

CCT'Fc yR I I I a«DiM)iaF*5*;l/S^'>A-<;*-yiil;0}§ttas Ca ssa t e I 1 a 
M. A. S)^J. Exp. Med.. 169. 549-567. 19 
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o 

[0197] 

A 3 TaBflggttfkjge 

FcyR I I I a LTV^§ N K^SS^ F c y R I I I a K 14 'J ;!f > K ( I g 

G.3G8 ^i:)*ifT-*iJ^t-^c:i:-efflBg©gttft. ••f^h^^V^IL-ZR <D 
m^ti^^C tif'm^nz^^^^o m-^Xs m'^m^nmt ^ C tlOi . Fc yR I 

m<DX^ V --y -ify^ma. ^^cDIS (a) . (b) Rtf Cc) ^#£y: 

(a) mm^nt. Fc yR I I I a ^ ^MLX iS <J i}^-D^ h iJ > L < li I L 

- 2 R(om±i)^^m^mm. is^uF c y r i i i aifmitv ay t'S:mm-^^^x 

(b) 1i?^?%K^^fiS^-&fc±l5lfflSScD^'l'b*Y:/tL<«IL-2R M^M'^m 

(c) ( b ) (DlteiSStcSo'v^T. ±IHiffl/!S©-9--r h > L < fi I L - 2 R 
[0198] 

<:<lT'fflV>P,n§ rpc yR I I I a*^]lLTfc?)*^0-9-^hj!n'><E,L<ai L- 

2 R(om^ti^^mrj:mmd tLxa. n Kmmr^ i^^^mif ^n^o ttc rpcyR i i 

I a {tKft U iSy V i tLXli. 3G8r^E(D^y^ u-i-jltfO^^ I g G ^ if *^^tf 5, 

nso tfc«ijs?^fe-e*§ rit-YHA-r^j tLxn. itk&itv ■< h yxh ^ t n f 

-a. IL-ip. I F N- y e,n§o a^-9--r hA^^jt^Moai^tt, 0!l 

^ffSulica, A. e.^Eur. J. Immunol., 26, 119 
9-1203, 1996.^Anegon. I. 5>.J. Exp. Med., 

167, 452-472. 1988 tC|B«®7jffi*##tC-r-i>Ci:A^T't5o 
[0 1 9 9] 

A4TFcyR IIIaCD~> ^-fJimitit 

Fc yR I I I a IC V M y h' tf'm-^ t C t iC -o X . pp70, Vav. MAPK^ 

?.nTv^5o 'ii^^xcn^(Dm\i<t^mtiit?>cticj;iox. tfcac-fosae?© 

^S^<^Ul-r§i:i:(Cj;oT€>, Fc yR I I I aOilfg (ffi1S) ^aJSiJf^tlK^X 

)^ (b)&tf(c)^#tf: 

(a) M^tlKi:. FcyR III a^mmm. <fc F c y R I I I affldftU 

(b) M^ftK^stt^-frfciieaaao p p 7 0 . vav, m a p Kogaftt l < a 

c - f o s afi?cD^^«;&S(ISL. ^?Stt^«S|!i%a;&g«!$-&;5:l>J^!liffl||S© p p 7 

0, vav. MAPK(Drs^iti>i.<iic-fosmu^<Dmm.mttt®t^xm. 

(c) (b) (^)il:g^*am^^:a•^*v^T. ±f5iilS©pp70, Vav. MAPKOgftfi: 

[ 0 2 0 0 ] 

i:cT-fflv^e,n§ rpc yR I I I a^mm^} tLxn. N Kmmr£Ei}'^mifp>ti^ 

o ttc rPc yR I I I af^i!iftU*">Kj tLXli. 3 G 8 tj. E (O ^ / a - i- ^lifi 
ft^IgG*i!*^^tfP,n5o Sfe rpp70. Vav. MAPKcDffitt^bj fti* 

bi^nmm<Dm^ii. mA.i£ X u , X. P.sBiochem. J., 318, 
527-532, 1996 ^. Vivier, E. e,.Eur. J. Immu 
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nol.. 23. 1872-r876. 1993 ^ ICMiMOys i£ L X n 

[ 0 2 0 1 ] 

(2) FcyR I I I h(Dmm (ffitt) K m < 7. V - - y ■if ^5 m 

FcyR I lib SlilSaBati 1 g G T'3- h $nfcfil?^Br?§14^S«^i*?r5?()^<t 

s m^^zf'f'h'^mxsm^^LrTmm^mititL. ft«E*5s<DKstc«,«4-rs. Fey 

R I [ I b (omm^^^ifmmL (pi^ttb-try^?-) . i gss-^H^t^ori g 
m^^msir ^ c t . ttf-'^m<oT h - i^ x^mmt ^ c t^i dti^m^nx^^^c (Re 

gnault. A.a.J. Exp. Med.. 189. 371-80. 1 10 
999>Teillaud, J. L. 6, Immunomethods, 4. 48 — 
64. 1994^Durand, V. S)^Eur. J. Immunol., 3 
1. 1952-19 61. 2001)otieoT.KFcyR Illb Oi^»]<Dl4 

«fcs^t>T. FcyR I I I b (omm (?sit) *ai«ij-r i"; -->15^•r 
[ 0 2 0 2 3 
A 1 ▼ F c y R III b ©^ftStt 

mmm^icF c y r i i i b^^gsstrv^siifflBaAM gG^^A-r^ftffl^^ijffl-r^c 

i:(c:ckD. FcyR I I I hCDmm (ffitt) ^ fflJ *ij "T 5 K ^ 7. ^ U - - > ^* 5il i: 20 
*^T't-5o 1-*^P-&*^B^® X ^"J (a) . (b) Sa* (c) 
*$t? : 

(a) Fc yR I I I h ^Rm."^ ^m^is iiXS \ gG«:gtt?-l*5I@ 

(b) M^tiM*jS(5!!!«-B:/'c±ISlMSSO I g G cD ^ g 14 ^ «ij ^ t . KiStt^lti^^^a 

(c) (b) <Ditnt^^\^m-^\^^x . ±ieaifls©i gG ®-:t6igi4«rai*j-rs*si^tia 

[ 0 2 0 3 ] 

CtlTFcyR IIIb07r=f-9--l'h(^^{'^ffl)Sttti.fi?!l^(fLew. D. 30 
P. Nature, 315, 509-511, 1985 fcjct/Hed, 

J. 5). Immunology, 45, 727-736. 19820;^!S^## 

FITCTi|i^LfcSf«^.taP«Jn:i*(Lew. D. P. ^.Nature. 
315. 509-511. 1985 t3<fct>*Hed, J. ^slmmunolo 
gy, 45, 727 - 736. \ 9 S 2 ) t t ^ \C ^ y ^ :x ^— h L X {'^Mi. fc V 
I TC-I gGl!l[?«:fflV^5o W^nh? I TC-I g Qni-^ ^ y ^ - Y Lfc'^. 

m^^(Dv 1 TC-I g V f^yy )\'-x ^ :Ly=}--y ^ L . mm.n\z^*))h^ti 

ieMflStC*3lt5 F I T CfflA^ ISg|!|%K^^i!jP L*l/>WSSfflSS©SiS F I T C « j± L T 40 
[ 0 2 0 4 ] 

A2TFcyR I I I bi:I gGi:0$£^iStt 

FcyR IIIbi:IgG i: © i^^ ft ffl ^ iPJ ffl "T 5 Ci:k:J;!3.FcyR I I lb© 

';-->y;^Sti> :^^£DIS (a) . (b) so* (c) ^^t?: 

(a) tStS^l^jMOl^aTT', FcyR IIIbillgGi:^^^^-^:^!®. 

(b) FcyR I I I b{c«-r5IgG©*g^fl^j|JSL. IKi^^a*, ffi^tlH 
lf#ftTT'FcyR I I I btl g G t ^^i&t ^ ^ C t \,L ^ -dX m iXi V c y 

\ \ \ bvint ^ \ % Q (o^^^m (.nw^^-tm) t\tnt ^xm. 'Si.xs so 



(50) 



JP 2004-65120 A 2004.3.4 



(c) ±E (b) o^sica^v^T. nmm'^micttLzm-^m^iS:T^^i:?,m!^^n 

[ 0 2 0 5 ] 

(Oy;mizm-^^n ^ C ttl^Vt^o CCT'FcyR Ilibi: LTti. F c y R II 
[ 0 2 0 6 ] 

FcyR IIIbcDRespiratory burstffitttca-i?<X^'U 
-:^>if{i,0IJ^tfCoxon. P. Y. 6>J. Immunol., 164 
6530-6537, 2000.*3 j:t>"Durand, V. 5,, Eur. J. 
Immunol., 31. 1952-1961. 2001(D;^a^##tcLTff 
•5i:i:*^T't5o?6tC, MAP kinase OffittfbCCoxon. P. Y. 
e>sj. Immunol.. 164. 6530-6537. 2000).ifflBS 
:h ;l i/ h ^ t ymm^it ( C h u a n g , F. Y. J. Immun 

ol.. 164. 350-360. 2 0 0 0 ) . rI S 14 F c y R I I I b 5 
MBSte«tt^74?h-'>XOSP$iJf'^ffl(Durand. V. 6, Eur. J. I 
mmunol., 31. 1952-1961, 2001)i:^^o/•cFcyR II 

[ 0 2 0 7 ] 

(3) M i goywtm ctsit) Km< V ~-y '^fysm . 

Mig (monokine induced by gamma interferon 
) C X C 7. - - y T ^ V - \C mt ^ ^ :^ > (D - mV . >^-y :j:ay y (T)mm 

§^*{icxcR3T'fe5c:^:A^ftIP>nTv^5o S£-pt. mu i g©l^ao1£«^ca■:5v^r 

. Mi gcomm (Stt) ^t!9mt^^K^7.-^v--y'^'t^cti}'^r^^?>o 

[ 0 2 0 8 ] 
AlTMi gi:CXCR3tOi^^gtt 

Migi:cxcR3i:o^^gtt;&fiJffl-r5c:i:tJ;t). M i gomm (jgtt) ^SPSiJ-r 
©IS (a). ( b ) Rt; ( c ) ^#t? : 

(a) M^!i%K©#4T-f-. CXCR3tMigi:;&att$-&§lS, 

(b) cxcR3ic«t-§Mi gof^^a^ffl^t. mmmnn^^T 

T'CXCR3i:Mi g t ^mm^ ^ ^ C t K i: -o X m ^ C X C R 3 ^ U i g© 

[ 0 2 0 9 ] 

(D;^afe i t)fT9 C tA^-et e il T'C X C R 3 i: LT{±. C X C R 3 ?:%af SiNJIiS 
Xa^^aeaaHB^^fflV^^ C <!: *^^f $ L < . ftftfi^JCfi human tumor-i 

nfiltrating T lymphocytes (TIL)^, CXCR3<Dilg 
? (GenBank Acc. No. NM_001 504) ^^ALfeJ^K^ggSifflBS** 
§ c i: T' t § o 

[02 1 0 ] 
A 2 ▼ TaBflgjt^Stt 

Mi glci§TjfflSSJg^g14;&?)Jffi-r5cttcj:f). Mi gOiltg (gfi) ^^Mt 

m^X'^v~-yyt?>c tf)^xt?>o rrs.^*,i^mm<D7.i;^)--y^ljm\t. i^cDi 
e(a). (b)aD*(c) 
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■a- * V ^ « «1 SH flS ® jS ^ iS IS i: j± « -r 5 1 s . 

(c) (b) (Oj±Ki^^fc:»cJv>T. ±timm(ommm^^mmr ?>^m^n^mtRt 

[0211] 

^<om. Mi g<Ommmmmiticm^< V--y'!flt. ^y^^Meye r. m. & 
.Eur. J. Immunol., 31. 2521-2527. 2001fCta 

[0212] 10 
SKMigOTIfflflaai^gft a, 0IJ:^{f Gasper ini. 5.6.. J. Immu 
nol. 162. 4928-4937. I 9 9 9 \CEm(0 15 iC L X M^t 

§ C i: T' t 5 o 

[0213] 

^<Dm. CXCR3<DGPCRg14fcS-:5<X^'J--yi'*{i. Hul2I I. rcpCRjg 

14 tc a < X ^ - y if J tc 12 «c o 7? ft a -cJ t tT 9 u t )!)^ T' t ^ o mwffjicii. m^i 

tfMi gti§ifflflSrt;d;l/->'i7A-r:t>li)!jnjgttti. m^lSL i ao, F. 6.. J. 
Exp. Med 1995 (182) 1301-1314 tc IB «0?3}**##tcLT 
SiJ^t"?)Ci:*''7?#5„ "fft*?^. human tumor-i nf i 1 t ra t i ng 

T lymphocytes (TIL) ^i:CXCR3U-try^-^^:iL.TV>5 20 

[0214] 

(4) NRG-2©ati (ffitt) icm< v^-y'ffyjm 

NRG (r:zL-byy>) - 2 (i. EGF (±g^fta?) 775U-lC^tn?.fi5tft 
T'fe§ERBB77'5U-0. EGF^gtf^, ERBB2. ERBB3. ERBB4^if 

a. ^©}g^lC|ll#1-5c:i:^HA'!t)*^-pTV^5o fifoT. ^NRG-2©d>»]©ftS(C 30 
S-iJi>r. NRG-2©afll (Stt) ^i!»Ut?>^Bm^7.i7 ^--y^ift?,!! tti^Xt^ 

o 

[02 1 5 ] 

AlTNRG-2lCj;SERBBfgIlfflBa(Dti5iStt 

NRG-2ti:<J::5ERBBf8ilfflBa©li5Bgtt^¥iJffl-r§Ci:tCj;D. NRG-20^t6 

-y-ify^mn. ^A<Dxm (a) . (b) sz>* (c) ^^ts ■■ 

(a) ffig^i^Ht. N R G - 2 gJESttailBa (±]£fflflSfe b < 'J 7ifflflS*if) ts 

j;tf N R G - 2 ^Stt^-ifSXS. 40 

(c) (b) (ott^m^KM^^'x . ±mmi&(ommrs^^wut ^mmmn^m^t 

[02 16] 

C C'X N R G - 2 icii :^ E R B B nmmm(Dmm'timis m^iSP \ gna t e I 1 i. 

M.6..J. Cell Science, 114. 4117-412 6. 20 
0 1 tCfB«?©7?ffi^##fCLTSiJ^-r5Ci:*^T-t5o -r^fc^. MC F-7 ii li <0 N 
R G - 2 SfSttSBJiStC N R G 2 «r^*P b> H] ^ 5 > ® IX 0 ii*fl* iW^-r 5 o 

CCTffl l^-l>NRG-2{iCarraway5.0:)5ffi(Nature, 387. 51 50 
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2-5 1 6, 1 997) ICTPHLfcfefD^fflV^Tt^l^o "T^to-^. NRG-2CDE 

G F «i ^ > (7 5 y iiE?ij 2 4 6- 3 1 4) t^ji^^ty-s-h^yxy^y- 
■eoat^aas?-. High F i V ettsa (.&&mm) icr^m-^it. ^ji^f-tym 

V>^B8aHflg©S^ H] ^5 >^>tD9j E*«tCit LT. M '> 1" § S *^ ^ J§ ® fc L T 
fT d *t T ^ § o 
[02 1 7 ] 

fi. BufB I . r§^i4c^^|isgtttc8^< U-^y^J^j t!E«©;^ffi^. C a r r 

away. K. L. 3rd?>. Nature, 387, 512-516. 19 

97 K IB «cD:^a^. Chang, H. P>. Nature, 387, 50 9 - 

5 1 2. 1 997 tCieic073ft^##lcLTfT^ilt!b^-et§o 
[02 1 8 ] 

(5) ^i--^ 3 comm (Sft) ic»< x^ri;-- 

'N^y 4^ A T P D --\4^y-x cfc 0 . A D P D -'N^y-X 6 - U 

4U5KJC%84j«-r5 (EC 2. 7. 1. l) „ S JS Ic « T ^ A ;t > * i: 

- ^f;l/3-x 6 - 'J >i?TSfS*^PI»$n;5„ 3 a©7^ y-»f A I ~ I I I;b^#ftL. 
I I I m (^^V 3) fi D - lc5^-r S K mffldWh? (I : 1 0 ' 

uM, Ii: 100 uM. Ill: l u M (0:^ ~ -^T ~) (^^/\yF7'>y^> 

mem mmmis ^ 3 o ~ 3 3 d o ^-^r . m^^v 3 (D^j^mcomnicm 

[0219] 
AlT'\+y4^:^--tf3cDK^gtt 

) ^aamt ^^n^ V ~-y ■^t ^ c t-b^r^t ?>o ttSit>t>:^^m(D7.i7 v --y ^' 

ysmii. 'A(OXm ( a) . (b)St>*(c)^^ty: 

(a) mmmmt. ATP. D-'N4^y-7.43j;t>''\:^^y + :h--{f 3*7j<M^(t'T'Stt 

(b) mm^n^mm-^^rz7kmm<DD -^^v~x6 - V ym±mm^m^t. mm 

(c) (b) oit«^*t||-:Jv>T. ±E*Jg?«©D -'N + y-x 6 - U 

[ 0 2 2 0 ] 

± 1 04-1 08 tcia*8©:^ffi«r#«tcLTillS-r5ui:*<-pt5o f^^D^. Mfi 
P^?§ffifet<{i^jfil±?f?gi: MgC 1 2 , NADP. ^*;Uzi-X ('N^^y-X) . A 
TP. ^-;l/a-x-6 -U Kay:>---tf ( jfii±r» ® g) + 

^iPLTS5NADP^aHi:LT. ^^;^3-x-6-^J>i?7*^iKay:^-•^f*^NAD 

P H^^lS.t ^(DX-. <:n^3 4 0 nnrKD^^legtCTSiJ^-r^cfSMI^MtDX^U-r. 
>^*fi. S®tiK^S*nL/c7j<rgfSicfcMt§D--\^y-X6-';:yK^fig«A'!. 
K«:^ADL*V^^^Bg7J<j§fg<7)a^D-'\4^y-X 6 - >il4fig«tcit LT. M'W-SA^ 

[ 0 2 2 1 ] 

(6) HM7 40tit6 (g14) {i:»<X^'J-:::>^-:^a 
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HM7 4(i, IL-8.C5a.FP (N-formyl peptide) ^ E (O 

]yf:f^-KPkm^i^n^m^^x. t h^ry-y-'T v b ^ u - =.y ^ t nfz o, ? c Rt*& 

^(Nomura. H. 6>x International Immunology, 

5, 1239-1249, 1993)o 

40?S1iti. HM7 4 7b^GDP#^ETT'GTP7:^Di7T'fe^GTP y S 

%SA<HM7 4i:GTPyS<Dl^^«rlS» («!«) fSA^SA^^S'J^-rSil^lC.toT. 
fT 9 C t *^T' t §0 RftWJC tt2|s:5IW©X U i^73 S tt, :^>JCOXe (a) , (b) 
S t>* ( c ) ^ ^ £y : 

(a) WLm^no^tETv. HU7 A^T^m^mt^mmxiiummt^^mmLtzmf^ lo 

)iii^i:GTP (GTPyS) t ^ M S -li S X S . 

(b) ±IE (a) OlStCgBLT^C^GTPSg^a^SiJ^b, Sl^ 
!^«l^#ftTr-HM7 4^^]S-r5ifflSaxtiK*fflBSA^?>P^bfciMBaMiB^i:GTPi::& 

(c) ±fS (b) ©SSStcB^V^T. J^Bgi^^atCJtLTG T Pi^^«*fgT?-li:Slil$ 
[ 0 2 2 2 ] 

S^X^ U -->^^{i, tuts I I. r G P C R gtttcS-:? < X ^7 U -- > i^'j tcfSK©?? 
ffi j; D a C t T t ^ c H M 7 4 a U A" > F ^ T' $> S BS tc 3^ « ^ S S •It 5 d 

i^tCcfcf), U A* y K##ftTT'Hul30Xd7 'J -->^*^f79 C i: A^wrtlT'fe.^o 20. 
[ 0 2 2 3 ] 

(7) REG I I I <omm (ffitt) icm< 7.^ V - 'ifysm 

REG Rlf REG related genes {i*;l/'>'<^7AfiS#14b^^>'77 

T^SoReg III (iSy^PAP (Pancreatic — assosiete 
d p r o t e i n) t^f^l£n?>o P A P ltm^<0^.iimic (O^Mt^lk^ < mtat 
C tt. mU:9>iCXnmtl^:k^ <mi]\lt \ P (He pa t oc a r c i noma 
-intestine-pancreas) tm~X S C ^ 6 n T § o i^lcHM 

LXs a 7 yifflflSoiiSKEjt© isA^. mm(Dm$ik. wssnv h «j >y ^ x^xcDna. tn so 

? - amm^T V - iy XCDiOHU^i Eif^^nXl^^ (OMIMx-^S^-^-X: 16 78 
05.t5J;D*Christa. Le..Am J Physiol, 271, 993 
-1002. 1996.fc<tt>*Malka, 06. Gastroenterolog 
y, 119. 816-828. 2000xfc«fct>*Hartupee, J. C. 
P).Biochim Biophys Acta, 1518, 287-293, 2 
001) o tiieoT. ^REG 1 I I(0^»]Ol4Ktca-:5V^T, REG I I IOIShI ( 
S1t)^«]SfJ-r5l^a*X^U-::iyi'*-r5Ct*^T-t5o 

[ 0 2 2 4 ] 

AlTREGIlI€>74^F->'7>ffl)$iJStt 40 
REG 1 I I © Wr 5 7 4? h -'>Xai$lJffitt«:fiJffl-r 5 C 2: IC i t) . REG I I I© 
(S14) ^t!?f^lt^^n^:^^V--y-tft^Ctti'^X'^^o t^t>-^:^^m<D7.^ 
V --y ^-ysma. '^X(OXm (a) . (b) Rtf(c) ^:#ty: 

(a) mm^mt. ^U^^mi&i>b<iiRE G I I I ^illNHBa, 43ctt5 7>1? 
XRjil^K ( T N F - o H) «r^j|!!i?-&SX@. 

(b) mmi^«.^mm^ ^rcmf&(D7 h -y x^'M^L. mr^^h-yTs^mm^s. 
^^mt^iSi\,^iimmM<D7^^h-y7.titmt^xm. 

(c) (b) ®ltRI^«tcS-:3v>T. ±EiSllliS © 7 jJ< h X jgl^r S ISSI^J 

[ 0 2 2 5 ] 50 



(54) 
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CCT-REG IIlc07 4-°h->'X«lSiJjget±, Malka, DP,.Gastroe 
nterology. 1 19. 816-828. 2 0 0 0 (D^j ^ ^ IC L X Ml^ 
■r § il trj:iD*>. AR4-2JiMflg ( 7 >y h B « SI S SB BS ) ^mmL. RE 

G I I I miaT-^mXt ^ . TNF-a. T ^ ^ / y D t t % IZ 7 Z m?S > 

h-i^ 7.<Dni-^^^iftmicrm^-r ^■i^ ^ -(o^^rnxLtz A R 4 - 2 } ^ 0 %7 

>i<h-~>Xffl)SlJffitt, 20 |iM©Z-VAD-FMK {T t° h - Xmmm) ^SAoL 
[ 0 2 2 6 ] 

A2TREG I I I <ommm$kfs\t 

REG I I I ow-r5aHMs»jStt*fijffl-r§ c iitccfc reg i i i (omm (s 

^'ismit. :k(DXm. (a) . (b) RU (c) 

(a) ^Sk^Mt. iM®:teJ:t;REG I I I * g flS ? 5 X S . 

(b) mm^am^mmt ^tzmmcommmit^m^L. mmmm^^wtm^K^mm^ 

(c) (b) <Ditmmmicm-^\,^r . ±mmm<Dmm^^^!^mt ^mmvsM^m^t 

[ 0 2 2 7 ] 

CCT'REG III©fflM)i«g14{i, lovanna, J. J Biol 

Chem. 2 6 6. 2 4 6 6 4 - 2 4 6 6 9. 1 9 9 I <D :^ m ^ Ic L X M^t 

^cttf^x^^o Tiit>-^. jMi 0 1 ^tsi E-(o±mmmmmK R E G i i i ^mmt 

y ha- )V tVX . Tjlzr^y, ^-^y' 7- ^ y :2 y h u - t L X :n y ti i- /"^ V y a ^S: 

Tfesv^o ^mmm<Dx^ V ~-y -^li. mmmm^^i]QLrcm'^(DmmmmtK mm^ 

[ 0 2 2 8 ] 

A3TREG I I I (Diy ymmmmrsa. 

REG I I \ (om-r^-y :Luymmmm^it^m^r tic a*) . RE G i i i © 

«te (?gtt) ^ffl]SiJt^!|^H;|rXi7 'J -:::>^'--r§ C ii^^TtSo T ft ^3 "fe ^ © 7> ^ 

i^©I@ (a) . (b) St; Cc) 
(a) ^S^it^Si:. REG I I iSJSttaeflS (->a7>fflflS) J; t>' R E G I I I 

■B:%v^WMilBie©ii5ijg14i:Jtie1-5IS. 

(c) (b) ©lt^^^s^cat5^^T. ±mmm(Dmmm^^^mr ^mm^n^m^t 

[ 0 2 2 9 ] 

C ilT'R E G III <Diy :lU ymi^mmmitii. Llvesey F.J.P,.Nat 
ure. 3 9 0,^ 614-618. I 9 9 7 <D:^ m ^ 0^ ic L X Wi^t ^ C t ff' X 

*x:t:^^>7'Ji/'> (DNA-&fig£DJg^^) i:i:fcttREG I I I ^W^jjaL. mmm'\t 

^M^mtaL^i^Mmmm<DmmmiticitLxm'PT ^i}-^^i}^^miSK Lxno c tti^x 

[ 0 2 3 0 ] 

•^-^Offis laminln-l^f ibronect in'xOK^jglJ (Chri sta. 
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Le.^Am J Physiol. 271, G993-1002. 1996), 

REG I I, I m&^<o-fa^-'$i-m^t. iG^H^cd x 1 t(om-^. m^^xmc 

REG I I iae?<0<5¥Stt<b, fet<«/MS±Saiiaoii5llS1S (Mo u c a d e 
1 V. P).Eur J Cell Biol, 80, 156-163. 200 

1 ) fsi Eoy'tS^icm^ < 7.^ 'J-->.yfefT5 c i:A^T'tSo 
[ 0 2 3 1 ] 

(8) LPA.POtigl (g14) lcS<7.^''J-:::>y7?ft 

LPAP (Lymphocyte phosphatase — assosiated p 
hosphoprotein){i32 kDa <0SaflSaii^^14©';>iieMT'fei>oU 
y/^3^tCfct/^T C D 4 5 f:lftt**g^L.TV-'5o CD 45{i^a$/>7:i-X7T^- 10 
■t'T-, y y/^^^OD-gttiblcag^SfJ^Sfc LTl/^?.o tJ^rjT, IS L P A P cDi^acDtt S 
JC»^V>T> LPAP®«lfll (Stt) ^aiW-r ^il^ja^X ^ U 5 C i: A^T' t i. 

o 

[ 0 2 3 2 ] 
A1TLPAP(DCD4 5*g^!g14 

LPAPWr5CD4 5SS^g14^ffJffl-r5<Ii:ttJ:t), LPAP©«fi6(?gte) ^rfilSlJ 
i^cDlS(a). ( b ) at; ( c ) ^^ty : 

(a) s5i^tiKi;> c D 4 5t5it;L p A p^ig]i-r5ifflflasfcaisaiiSA^?)p4aLfc 20 

(b) Mg^!|^K^Sfeli$-&?c±EaiBS$^ca^-<DlfflBa*>6.PiiLfcifflflSB»©LPAP 

L/c^BSiS^i-OL PA P£DfgiSai:]±«^-r§lS, 

(c) (b) <Di:bfijigmicao"v^T> ±ieiiisat fca^-©«fflBaA^?>pi!tfc«BSia^o 
LPAP(o^isa«rffli»j-r5i«s^!|^s%s»?-rsxiS, 

[ 0 2 3 3 ] 

<:cT'LPAP©CD45^-&}§tttis Schraven. B. , 5), J. Biol 
Chem. . 269. 29102-291 1 1. 1994 JcEK©:??ffi^## 
tcLTil^-rSC:i:3b<t?#5o-r*t3S, Jurkat T-lymphocytes* 30 
.Briji 58 ^H(D^ffifS14^J^^ty*!^TBS(Tris-buffered 
sa 1 i ne) tC^^L. CD4 5 ^:y-^D--f;l/$ii*^ilS^^-^fcCNBr-S 
epharoself-X 3 m MC ^ -iJ § C T' , L P A P - C D 4 5 It ^» © 
m^rff^o :>:v^T^Sl^!I^K^■&^yTBSS^S^cT?gm^^T^/^, LPAP©^t±i^EL i s 

AStCTt^^-L. LPAP*^?gtB^nfci:t, i|g-&[5IS*^:S:^n/ct©i:fiJiT-r?)o 
fcU<(is CD4 5i:a^i**J^^L^cv>^^. ig-^*MC:^^»?n^i:v^^ttK^?iJffl-r 
5(Schraven, B..?)xJ. Biol. Chem.. 269. 29 
102-29111, 1994)olfflSSi:tT(i, Jurkat JfflBS, S/cttAS^W 
lCCD4 5i:LPAL^f|]S$-&/cligflS^ffl 1/^^5.0 S^^^!lK^«flStCgtt$-y-, LPAL 
t5j;t>*CD4 5<DgaMa^EL 1 SAffifet<a'i'x;^^>7n'yhP«T*ifT*^:-^' 40 
-•r-So iiffi!t&SOX^">) l3SS^!t^a«r^j!lOL/-c^^(D L P A P«*^ 
H?r^)!iPL*u^S^OLPAPatclttTiS'>-r5A^S*^«:*i^ti:LTtT9Ci:*^T't5 

o 

[ 0 2 3 4 ] 

(9) Mi p-1 ^nmm (Stt) Ji:S<7.^'U--i^i^73}£ 

tcttfig^^tlfcS/Xr'T t ^, il 0^?S|ji±©taB J: t) C X C , CC, C, C 50 



(56) 
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X 3 C(D4-o(DV:ryr3.V-i,c^m-^nr\,^?>o 
[ 0 2 3 5 ] 

Mip-1^ (Macrophage Inflammatory Protein-I 
p . m^7.^-)\^^y^ Yti^y k \ ) \t. Mi p-i a. MCP-i ( 

Monocyte Chemotactic Protein-1), RANTES (R 
egulated on activation. normal T-cell ex 
pressed and secreted cytokine)*2?i^ttCC^^^* 

-r>{c^i-^$n§o Mip-iae?ti. sttfti-ce i i7^>^^u-<fcOxi'7r 

L'>5/ + ;l//NY7U^^^-b"->'3>&ti:J;^THO^»^tj/c (ACT2ae?. Li pes 
1 9 8 8 ) o tt!t^ttjfil^!g«*lC J; 5 T - c e 1 1 OSttfk. Sfe K fc i S B 

-cell ©ffittfb. 'J 4^ U i?- -y A 7 ^ K (LPS) <t 5 ¥ « O S ft ft T' ^ V TbWC 

i^-^;l'iB5Ui:#A5)nTV>5 (OMIMx-^^-x. x>^lJ-:^>/'! -1 82284 

) o 

[ 0 2 3 6 ] 

§^SiJi:LTSffl^iIi:.*^ffltt-et§) o Mi p-1 aaCCRli:CCR50. Mi p 
-l/?{iCCR5cD'J;!?>K^^§Ct*^ft]P,nTV>§„ jfi^, CXCR4i:tfetCCC 

oTV^i,(1f*?,. Bio ScienceUffflig^^^^'J- ft^ mZM 

?±> 1 60-1 64) o 'iI^-dX. KMi p-1 /S(0i>aiOttK{cS-:5V^T^ Mi p-1 /? 

©^t6 (git) ^PP$iJ-r§^K^Xi''J-z:>^-'-r§i:t*^Tt§o 

i^iT <D 7, ^ V ~ -y '^ysm^mmr ^ c ti3^X' % o 

[ 0 2 3 7 ] 

AlTMi p-1 /S^:CCR5i:<Di|g^jgtt 

Mi p-1 p t C C R 5 t(Om^^tS^^m^t ^ C tK i: 0 . Mi p-1 p (Dmm (Stt 
) ^ffliSiJ-r^^^K^xi^'j-n^^-rsc: i:*^T-t5o f ^ u -x > ^ 

ismii. M(DXm ( a ) , ( b ) RXf ( c ) ^ : 

(a) ft^i^^^scD^sT-e, ccR 5 tM i p - 1 p t^mmt"^ ^xm. 

(b) ccR5(cwr§Mi p-1 0©^^«;g-i!i^t, ^mf^-^m^. mm^m$^^ 

«TT-CCR5i:Mi p-1 ^i:^Stt?-<ir§ci:(cJ:oTf#5nscCR5ti:^^-r5M 

i p-1 p<Dm^m (i^mm^m) tttmt^xm. Rzf 

(c) ±tB (b) (D^s t s-oH^T. nm^^micttLxm^m^i&Tf^-^ ^mm^n 

[ 0 2 3 8 ] 

SKxi' tufa I . ^^^f^m'^mmis^icm-j<7.^v--y-;f] tcte« 

<D:^}Stc i t)fT9 i: i:*^T't;|.o c ii t c c R 5 i: t T (4 . c c R 5 ^^m- § SfflSSXfi 

't<Dmmmm^^mi^?>!i tii^»$L < . mf^ffucumm'p^ji'/^-T mm (t h i fflns 

)-^, CCR5<Dag?(GenBank Acc. No. NM_000579)^#A 
[ 0 2 3 9 ] 

A2VMi p-1 p (DWiMtHti fl-y^ L,^ tymnaiS^ 

Mi p-l/SOWT5^iBagrt*;P->'?A^3i->tiJ(Dge^?iJffi1-§i:i:tcj;t), Mi p- 

1 p<Dmm (gli) ^iiHUt ^^sM^X'^ V --y -^'t ^ c tf)^xt "T'Sr^-s*^^ 
cd;^^";-^^^:)^^^, ^oig (a) . (b) Stf (c) 

(a) mm^Mt. Mi p-1 iSSJCttiifflBS^ t5it;Mi p-1 /?«:gEtt?-&5XS. 

rSit^mmmm^mm^^rj:i^^mmm<Dmmp^i3 )iy^ tymmmiititnt 
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(c) (b) oit$2i^Sica-r5v^T. ±iBifflSa<Di8BgartA;i/i/'i7 A-f^yiiiaStt^ffl 

[ 0 2 4 0 ] 

ccT'Mi p-1 (ommf^ij iViyy L,-f >miiari^ii. mifei i. rcPCRSISti: 
S-5<X^>J-r:>>fj lcBm(0y;micm-:3tn o C ttl^X'^ SfcLau r en c e 
J. S.P). Biochemistry. 39. 3401-3409. 20 
00*5<fct>' Stables. J. P). Anal. Biochem.. 252, 1 
1 5 - 1 2 6. 1 9 9 7 tClB«©7^ffi^##li:tTiiJS-r?.ili:A^T-t5o SM^ftti 
aequor i n (D^^X' G P C R (O 7. > 7. ^ m^t ^ 15 iiX' ^ o "T^fe^, CC 10 
R sae^^^r^AtfcCH O SfflflSKl , apoaequorinfie^-^ G a I 6 'MB.^^ 
3-K-r?>:/^X5F^-^?)tcSIAL. coelenterazine H (Mole 
cu 1 ar probes) #aT> ^RffT'-O + i'^-hfSo Mi p-1 P ^ijQK. 

[ 0 2 4 1 ] 

(10) L--bb^7^>©«jti (ffitt) ic»<x^u-->^:^ffi 

"7 fy Y ^ y \ m. ±]Kti5iB?.(EGF) i:tg|Bl^«^OK^-l'>A^e.1Sfi!c? 

. ij'y ^ h-X. N-7-bf-;l/^7*;l'3-9-5>'A^5'5:5 4ffl«3g) t5j:t;SliS<Da^^igiS 

b^^XifJ i: Axifoaifil^tc^IlLTfc D > :a-?«9 0 k D T * 5 o (4-#P>s B i o 

Sciencefffflfi^'Tr^'J- ^fe«E ^2)15 .l^±tt> 217-218) 
T. IS L --b bi'5^>©i>»tDl4K(i:a-^~v>T. L - -b b ^ > O (Stt) ^JPSiJ-r 

[ 0 2 4 2 ] 30 
A 1 T L - -b b ^ y i: L - -b P ^ ^ > ^ ^ a S i: <D ilS ^ ffi 14 

L--tbi'^>'i:>'7;l/;l"rxK*.t<ttG 1 yCAM-l*HOL--bU^^y*g#a 
ai:<DSS^S14^fiJffl-r5 c i:lc * ») . L - -b U ^ > O atl (jS14) ^ fflJ SiJ f 5 l^i K ^ 

a ) , ( b ) R D* ( c ) ^ : 

(a) Ml^tiai:. v'7;l/;l'-i'7.^fcU<{iG. 1 yCAM-i^i:OL--bl/i'9">*a 
^»S^J:t/L--bU^^>*ig«!$-&5XS. 

(b) M^1^5H^S)tt$^±/cL-^rb^g^yi^^SK©L--bb^'^yi:(0lS^ffitt^ 
iiJSt.l^rS14^SgltiK>&Stt^-(t*>'^WBgL--bU^5^>^^»K©L--bU^'g^> 

i: ©if^^gtt i: Jte^r 40 

(c) (b) OitKi^SCS^l^T, ±IB L --b ^ViS^SK© L --b L^^^^y 

[ 0 2 4 3 ] 

C Z. X L - \y ^ =f- y <0 7 ^) )\' )V 7. X t (D^^Y^'&L^i . WIAtf1tP»a¥l 1 -2 3 6 3 

9 4 icfa«o 73 J* UTjgiJ^ -r^c i:*^T-t5« fStJ-fe, v' 7 -< X X (-^ 

7h75KSLeX.-K';T-) ^^U-htCg^L. L--blxi'^>/Ig4^^5. I^ffi 

/I g4^;><5^'>>'<i'{±, L--bb^'^>tfeSEyD7'J> (I g) + 

?*«St. t:hW**aBBa<*2 9 3i9HBatc«AL. lgS±?f«::''Dx'ryA*7A (7 50 



(58) 
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f § S *^ ^ ^ tc L T fT 5 e i; T- 1 5 o 

tfc, L--tb^'f->i:^©iJA->KT'fe§GIyCAM-li:(Dg«ge{i, Bioc 
hemistry. 34, 14271-14277 (l995)%##tCLT»J^-r 

[ 0 2 4 4 ] 

(11) E G F I 6 (omm (rsit} icm< x-i^ V --y -^ysm 

E G F«U If- h^r^-7{iE G F (E p i d e r m a 1 Growth Factor 

: ±SfflBSfiScfiH?) ^tiUJ6, fflSS O ^ W * S S SI H5 T § « * S S H # t n 
> ^-''^-7r5y-^Jg^UTV^;i>o 3 0A^P>4 075yi!E^J<Dff'fCV^<O*^cr)^# 
^nfci^J^T'T >SaSi: i^U i^>SS^toci:;&1f®i:-r§o EGF«';if-ht^- 

-tjiv-^ ^ ;i^mm. ^m(Dmm(Dmm^n o i><Dt^^\,^o veung f.f±/N^x 
/u-T'-y ^>'^-r7■U:5f'<•fe"-~>3>77"^-5^ffi^cj;orE G ¥ mv \d- V ^^-y 

OifMSSK (EGFL6J;iJ&«) *n-K-r§ae?**fiLfco EGFL6fiEGF 
«U tf- h^^-7 0ffllc. ^>^--f ^l/-?^'^ K (5^^SeHT-aB 5 C i:^S«-r 5) feci: 

■r\ S&il^Sffl^T'lt31LTV^i,Ci:3b^t)A^-:5TV^§ (Yeung. G. Geno 
"lies. 6 2, 3 0 4 - 3 0 7. 1 9 9 9 ) „ ^ E G F L 6 © * T 5 Si BS ti M S 14 
{cS-ifV^T. EGFL60ffifti (Stt) * » fij f 5 tlS * X ^ U - :^ ^5^1" 5 C i: s!)^ ? t 
5o 

[0 2 4 5 ] 

AiTE G F L 6 (Dmmmmm^ 

E G F L 6 (D^T ^mmmmts^^mmt c tici: K) . e g ¥ l & omm (Stt) ^» 

. '-Xoxm ia) . (b)Rt?(c)%^ty: 

(a) mm^Kt. E G ¥ 1 6 Ri&^mm mmmmm^L< ii4^m±s.mmrj:E) is 
^ifE G F L 6 ^mmts^ ^xm. 

(b) i$^t»K^S»^-&fcaBflS© E G F L 6 tc<J:5li5ig14;griJ^ iSiStt^SrftS^ 
WK^Stt^'lir^t.^^tMlfflSSOE G F L 6 ic ^ ^ mm^^ t ttl^t xm. 

(c) (b) <Dit®*SStcS-:5l^T, ±EaiBS©E G F L 6 lC<k5ti5IStt;^«I$iJ-r:5 

[ 0 2 4 6 ] 

EGFL6 (ommmmfs^it. m^is^mw- 7-195527 \cvim(oi5m^^m 
tTSij^-r§ c t r^t)-^. v^xs^siasa s w i s s 3 t 3 1 fcfi^ v 

h/Mi±;S^*fflBSlEC18(«tCAmerican Type Culture Col 
1 ec t i on*>6PA) *ifK:EGFL6*^ijDL. iiM^^ H] ^5i^> (T 

vi/^Att) (omK)'^^riE{tii^xm^t^. mmvajnox^ V --y -^'li. mmmv. 

[ 0 2 4 7 ] 

(12) I D OOiltg (gtt) (c»< 

ID0(-r>K-;l/7$>2, 3'>-;i-4^'>y:h--b\EC 1. 13. 11. 17 )fi 

^ SE.ii;ff^ic^\,^x I - h V f hy r y(Dm<t^m^m5 c h v :f hy 7 yn^ y y-jim 
ti^mt- tifc N - y t )V ^ ;i ^ u - y [c t n ^ o I ¥ N - y ic^-Dx^mamm^ti 
. I ¥ N - Y (Dinmrn^^'y ^ /ixi'^rn'^. tfLmmmm{^mti. i d o t ^i^^^7 5 y ^ 

T'feShU7'h7r>'®^/glc<i;^fecDi:#^5)nTV^§(Dai. W. Bio 
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chem. Biophys. Res. Commun., 168, 1—8, 1 
9 9 0 )otie^T, I D OCDl^»cOtt«{C»-:5V^T. I D O (Omm ^^Mt 

[ 0 2 4 8 ] 

I D 0 (o^t h V :f h y 7 >-^mmit.^mmt ^ c t ici: *) . i Donmm (sti) ^ 

(a) mmVsM.t. L - h U y h 7 r >fe<i: t; I D 0 ^Tkjg^S't'T'^tt^-yrSXg, 10 

(c) (b) (oitmt^^icm^^^x . ±m7iimm<o^ y h'-)\^7 ^yi^mriit^mmt 

[ 0 2 4 9 ] 

CC V h h 7 7 y mm it ''i . m ^ i£ C a r \ i n , J. M. p., J. In 

terferon Res., 9, 329-337. 1989cD75i}i^##lcLTSiJ 

^t?>C tt/^X'^ tfSito^. mnmM^P e T i p h e T a I blood mon 

onuclear cell ^ ^ mm L . I 0 - I 4 B ^ ^ b X ^ u 7 7 - t L X 

-t^ ibic \ ¥ }i - y icmmL. I D o^mmLfcm. h V h7 7 y\ [5- 20 
^ H] h V y h 7 7 y^^tat ^^a-^- h t fct^©ig«±?f (- 2.0 t:icT«?^ 
Riti) icov^T. h V y h 7 7 y<D^m(om&^m^^ o ±?fj;oc 1 s^^A^fflv^fc 

aSfflH P L CICX L - h 7" h7 7 y. 5^»^T-fe5N-7*;b = ;l/+? b->tb< « 

I Doffitti:LT3ittB-rso mm^n<0 7.i; y-^^^fa, ussi^^s^^tot 

J± L T M '> T 5 *^ S Ji ^ L T ^ C T- t 5 o 
[ 0 2 5 0 ] 

•:f7-ty^i}^^(omm<ommmi3j::xsmmm^(om^mtLx. Kudo. ' y. so 

5>^Biochimica et Biophysica Acta, 1500, 

1 1 9-1 24, 2 0 0 ooys^^^^tt^n ti^Xt 

[ 0 2 5 1 ] 

(13) I L- 8(Dmm imit) icm< V --y ^'ysm 

Lxmm. ^ ti--y ^'-^E ntzo i i - 8 a. mm. '>^;i/xi*fi!t^. m^m. •^--fh 

^-fy (I L-l. TNF-a) fj: E(O0i^^mm^«.(DmWHCii mm. La rge 
granu 1 ar lymphocytes. st'Sf^^mS^. isifl^fflSS. ^^f-y-ft-r 

CXC-9-77r5U-lcBL. ^(Dg§i*tiCXCRlfc<tt>*CXCR2T-fe§Ci:7!)<a 40 

*^tC^cTl^5o Sfc i n V i t r otCteV^T. if n<D ^ititO) ^ X < . ^iMMM 

yy-AS^CQtttU. a^'3l>'Jx>B4. rSttiimOS^ii^^if) , LFA-l*i! 

P,.Bio Science fTfflig^^77'J- ^2)ig . #±tt. 18 6-1 

8 7)oti^oT> I L - 8 <^)i^a®1^s^ca■:Jv^x^ i l - 8 ©ittg (Stt) ^»s<j-r 5 
ui=(0 7.i/v--yifys'A^m^^-r^!itti^x^^o 

[ 0 2 5 2 ] 50 
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A 1 T I L - 8 t C X C R 1 • C X C R 2 i: CT) ^ ^ S tt 

I L-8fccxcR 1 • c X c R 2 t(Dm-^iSit^mmt?,<i tic^y) . i L-soati 

-> ^'ismii. :k(Dxm (. a) . (b)&t>*(c)^#ty: 

(a) mm^no^^Tv. c x c r i aovxti c x c r 2 i: i l - s 

SIS. 

(b) CXCRlRl>VX{i:CXCR2tC^-r5IL-8 (Dm-^M^m^ ^mt^-B 
S^tlK##4T-eCXCRlRO-/XtiCXCR2i:I L-S^^gM^-frSC 

i:tcj:oTt#p>n§cxcRi &t;/x(± cxcR2tcw-r§i L-8 oi^^a (nmf^ 

[ 0 2 5 3 ] 

(Oy^miC K> h d C tt/^l: t ?> o Ci:T-CXCRlSt;/X{iCXCR2i:LTa. cx 
CRlRD*/XaCXCR2%f|]S-r§aiBSXli^©SBI}SiKiSi)-;&fflV^§ili:;b^»tL< 
> :R«J6^tCtt. t M H P - 1 ilflg (^^S^iMliStt, A T C C No. TIB-20 
2) Jf>, CXCRlcDlte? (GenBank Acc. No. NM_000634) R 
t?/XaCXCR20ae? (GenBank Acc. No. NM_001 557) ^ 

[ 0 2 5 4 ] 
▲ 2 T$?*^JS^gtt 

I L-8®*-rS»(f^Ji^jgtt;^^j^-|-^vi:tCj;t). I L-8CD«fi| (Stt) ^fflJW 
'^(DX@(a). (b) RXf Cc) ^^ts : 

■i^r S V > 5^ M SB BS © ii ^ g 14 It e -r S I S , 

(c) (b) (oitmm^\tm'3\<^x . h^m^o^miEm^^mmt ^w.wi%n^m^t 

[ 0 2 5 5 ] 

eCT-^ff^CS^ffittSiJ^a. Boydenffi(J.Exp.Med. 115. 4 
53-466, 1962).X(i^©a5{Sffi(Immunology 10. 4 0 9- 
416. 1966. Am. J. Pathol. 64, 521-530, 1971. J 

Immunol. Methods 46, 251-258, 1981. J. CI 

in. Pathol 35, 182-185. 1 9 8 2 ) «r ## L T f? 5 C i: T* t 5 
otfcgjgtc^f). Galling (J. Immunol. 1 10, 233-240, 
1973)'^Kuriharae)(J. Pharm. Dyn. 7, 747-754, l 
9 8 4) ac T mm.Lrcm^n^m\^^X Ctl^X'f^M.-Vh-:>tz^ oy d e nS©^k^ 

5 oS fc. WatanabeP) (Japan. J. Pharmacol., 39, 10 
2-104.1985. J. Pharmacol. Methods, 22,13-1 
8. 1 9 8 9 ) tt v;l/^^x;l/^^ T'©;}?^' r cn^ffll^T^gj 

Jt t T M '> -r S g ^ S L T 9 C i: T' t 5 o 
[ 0 2 5 6 ] 

I L - 8 J; t)}£14{k^tifc»4'^aj!(i^iK;&gi: x 7 X ^ - -tr\ At7^~>>g. = 
3i\2f\-t^->^-^. (3 □:i^--tr\ Type IV -t* ^ 5^ :^ 
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IS (a). (b)Rt>*(c)%^ty: 

(a) m^^nt. 7^ y-tf-r Ag^St;/Xti?£14^^]S45i^6^^BSi3j;t>- 1 L - 
8 *g«i$-&5X@. 

. ^ g It ^ ^ S1 1^ a s tt 5 -a- !& V ^ « ae as o 7 'T y if A » X « s It e « ^ « Jt 

§i@. 

(c) (b) oJtiJi^^tca^v^T. ±tBaBflS(07i' y-tf I' AP^xa}Stt»«s^« 

[ 0 2 5 7 ] 

C c:T'7'<y+f-l'Ag|gxaj§.14P^M^«Oi9i^{i. G r y k i e w i c z . 

G. 5)>J. Biol. Chem.. 260. 3440(1985)^X{i 

Peveri, P. (b . i . Exp. Med., 167. 1547(198 

8) ) ^icEtt(D>?a^##tcLTfT^iit*^-et?.o m^m%<D 7. ^ ^) - - y ■^f \t . 
v^^^©7'ryifi'AB^xagliBiiS4«tcj±LTjg'>-r5A^5A^^Ji^ti:LTfT'5 

[ 0 2 5 8 ] 

(14) C D 1 1 c O^tE (iSli) tea < X ^7 'J -- 

GDI Ic (SiJ«l'>"ry';>o-X) t;:'DI/>TaNCBI<D0MIMT-:S"^-7.K:fB 

K^nxv^S (xyhU-:^>A-i 5 1 5 1 0) o GDI 1 c \t . fiito^affiStll (g 
b<aaifa^affiS«^?) pi 50. 9 50a-9-7a^-yhT$>D.lfil/MgSI:5?>/'?i' 
I I b/l I I a. MYuh^ =}-y^^W. 71' :ra^^^>^g^*i:iS^^^g|^tt;grW•r 
5o GDI 1 cti, {k^S^SI?ltlSlllcJ:t)*iJ^?nfc^)gi|^eifii^ (PMN) A^F^^giSB 
flS^cS«-ri)fSlcilBg-r?)5^?T'$2.Ci:*^^BnTV^?. (S t a c k e r. S. A. 
lb. ] . Immunol.. 146. 648-655, 1991)oi»e^T. C 

Di 1 c©i;^»(Dttsi»cscJv>T. GDI 1 c(r>mm (sit) «-aiwrsi^M*7.^"j- 

- > ^* r 5 c *^ T- 1 5 o 

[ 0 2 5 9 ] 

A 1 TF^giBflflSi: ©gSjStt 

GDI 1 c<DWrsrt;^fflBSi:©8«ffi14^ffJffl-r§ci:fcJ;t». GDI 1 ctD^ftl (g 

14) ^wM-rstiK^xi/ 'j-:^>^*-r§c tA^T'tSo -r 'J -- y 
i^<Dxe ( a ) . ( b ) St; ( c ) ^#ty : 

(a) SSiit^Jlli:. rt^ifflflai3<tt;G D 1 I'c «rg)5!l!$-li:5XS. 

(b) «^tl«*gtt?ti:fc«^(OCD 1 1 c©rt^lfflSS'NOgE«gtt^SiJ^L, 

(c) (b) Olti?*gmtc«-s5l^T. ±i2GD 1 1 ccDrtSiilSa^cDg«S14*«l»J-r 
[ 0 2 6 0 ] 

CCT-fflv^^GDl 1 ci:bT(i. GDI 1 c^'^/^^'S^ Sfc«a^CDl 1 c^HS 

tfcGDllci:F«g^il)!Si:<OS«jgtttt, WlK-ff stacker, S.A. 6^ 
J. Immunol.. 146. 6. 48-655. 1991 {Cf2St©73ffi^## 

[ 0 2 6 1 ] 



(62) 



JP 2004-65120 A 2004.3. 4 



(15) T L R 2<Dmm im^) icm< 7.^ V ifism 

TLR2 (Toll-like receptor 2)lCOV>T{i^736sBio S 
cienceSrfli|g^^':7-5U- ftS m 2 IS. .^±*t. 236-237 fCfH^Stl 

3M^^rU7*^iaL. Myd88. IRAK. TRAF6. NIK. IKK^OSeSSrt 

P,nTt^§o fifoT. T L R 2 ©i>^nc9ttStca-:3v-'T> T 

LR2©^^ (gli) ^^mt^mK^7.^v--y'ft^ctf)^X't^. 

[ 0 2 6 2 ] 

AlTTLR2i:/^^/xy7i*cD'Jdt^>/1^'K/-?:/g^H>7-i;^>^cO$g^)Stt 
TLR2A^/^^^xU7*3|5©';4?^f>/-?^«^-^y^K^-'J>!j>i:^^-r;5 14«;^fiJffl-r 
^ctlc^Ki. TLR20i|fi| (Sit) ?:WM-r StiS^X^ U -ri>y-r 5 c i:*^T'# 
So tr£t>^:^^BM(D7.i^ V --y'ifijmit. :k<oxm (a) . (b) RXf (c) *^tf 

(a) 1SI^!^K<D#ffiTl?. TLR2f:M^-rU7S*cDU:a?^f>>'^^SXti'^:/9^K 

(b) T L R 2l,C-Mt?>^'^^7-V7^^(DV:r^^y->^^mX<,i^y^¥ifVf]y(Dm'^ 

^'Kx^i'^:/^K^^'J*>i:;g:Stt^■a•s<l^:^i:J;■pT^l6n§TLR2^c^^•r5/^^x 
u 7fi*(D 'J y/'t^sxa-^T'^ Ky u (^sgi^^a) i^jtis-rsis 

(c) ±ie (b) ©ig^fcsoH^T. nmm-^micjtLx^'^m^i&T -^"^ ?>mm^n 

[ 0 2 6 3 ] 

©TjffitCj: !?^t5 (1 i:*^T't So il C T- T L R 2 b T {i . T L R 2 ^ "T S ffll !S X « 
^(D^SSKa^^fflv^S d i: L < . Rf*6gica. v^^ayr-i^'^. TLR 

2©ae?(GenBank Acc.No. U88878)^^AL/-cJgae^ifflBS 
^ ^ S il i: A< T- 1 5 o 
[ 0 2 6 4 ] 

A 2 Tseiagttfkigtt 

So tifoT. ^Stt^fjfflf S C j: 0 . TLR2©«ltl (Stt) % 1" S X 
U - - > >f -r § t A^T- 1 So -r^^^-fe^Mi^cox^ 'J-:i>i^:^S{±, i^OXS (a 

). (b)&t>'(c)^^ty: 

(a) T L R 2 ^ISaLTfc 0 h ^ >fe L < (i-Kftg^l^ 

Rf^l^iSBBa, fe«fcCfiffl«$fca«®*3l5fig^i:«rMfel!?-li-Sia. 

(c) (b) (DitK^^tcacJi^T. ±iBamia©-9--r h*-i'>feL< a-ufbg^s^ 

«^«T^-a:SSi^1%K;&SS?-rsxSo 
[ 0 2 6 5 ] 

CiIT*fflV>P,nS rTLR^f^:iLTti?)*^0-9--i'h;?7^>feU<{i-K{|:g^S4pIftg 
SW^T-feS r+)-^hA^>j i:LTa. l*JS14-9-^hA^>T'feSTNF-a. IL- 
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6, I L-1 2, I FN-yJS:i!7b^^tfe)n?.o SKit-l'h/J'rvS^tttOilJSa. 
iSWfM 2002-45086 tC IS « O :^ S * # # t^: T 5 C i: T- 1 5 o S jfj ^ ^ T- 
« r-i!fbgmj tCOl-'Tfi. !|#^2 0 0 2- 4 5 0 8 6 tcE«O73S«:##tC. f^ffl^Sl 

& ^ t > ^ if V - ^^ic 0 m^t ^ c t ■h'i -i^ ^ ^ ,> 

[0266]- 
A3TT L R 2^0->^•:^;^S1^^b 

T L R 2K:*J iS> \fi)^m^iri> C tic ii^r . MyD88. IRAK. TRAF6, NI 

mm (ffitt) *ffl]M-r?.*?!iK^x^ u -^>^*-r5 c i: A^Tt 5o ■r%t>'6*^M©7. ^ 

i;-->i'-7?S«> i^oig (a) . (b) Rtf (c) *^ty: 

(a) «^!|«3Si:. T L R 2 5g?l)NBBS. J; t/ iffl S $ fc « SB S S * fig ^ i: ^ S tt ^ -It i> 

(b) l6^tl«^SI«^^i:fc±EiMflS(7)I RAKJ;t)MAP+±--b'^STNF-K B 
RAKj;0MAP*:^--tf^iSTNF-KBlcv^fcSi'^*:^;l'ig8S©iS14fbOSSi:Jt« 

(c) (b) OitiK^SStcS-^l^T. ±f2ifflBao I R A K cfc D M A P +:^--lf ^HT N 
F-/cBtcv>fc§>'i'*:>-/l'SSS<^)?g1S{l:^ffliS<J-r5KI^1^K*3M«^-rSX@o 20 
[ 0 2 6 7 ] 

CCT- rTLR2%SifflBaj #^-^vi7D7r-i^A^Pff e.n5o S^c rjiSjgJ; 

P.n2.o tfc ^IRAKj;^3MAP+:^-^f^STNF-KB^CV^^c5>'i'•■f;^^ISJ i: 
{±. MyD88^I RAK-*TRAF-»NI K^I KK-»NF-/cBi:V^9 

TttfBio ScienceSTffli§7-rrvU- ^2tS .¥±tt. 236-2 

37, 134-137. Shuto, T.5,Proc. Natl. Acad. 

Sci. U S A.. 98. 8774-8779. 2001. Yang. 
R. B.6..J. Immuno. 163. 639-643. 1999§tCt2«0 30 

^ ^ # # ic b T ff 3 C i: *^ T- 1 S , 
[ 0 2 6 8 ] 

[ 0 2 6 9 ] 

±ie (3-1) ~ (3-3) icmmt?>:^^m<D7.i7 ^--y'^fyimicii-oxm^iitEtirc 
mm^nii. fE^irc I b d (D^rx;H!iijT'fe5JXTo (1) ~ (3) (omm ■ (i) 

fl5S I B D ^- (CSH/HeJBirV^/X. Cotton top tamari 
n sm) . (2) {b^tlK^H^rf^l^ (i/-hn^nn'<>'-tf>^5l*r;l/ (7-yh) . 
i^K^r;!/ (7-yK) > h V =■ h ^ 7. )l > mm^"^ f (v>x. ^-yh. ■i'-y-^) . 40 
f h 7 >'SgKil56*-r (vj7X. ^ -y h > mAJ^^?-) . 5 y ( 
^•yh. ^;l/^r-yh) . ^ > V ^ i^y^^'^y''^ (^-yh) ^) . (3) h7>Xv^x 
-y^. Si-:5?>h (IL-zy-y^Z-^hvJ/X. IL-lOZ-y^'T'i'hvH^T.. 
TCRy-y^J-^hV^T.!?) . ffc« (4) i^A^-r;!/ (CD45RBh i^ASC I 
DV>XI?) . ^K\^^rcmmm». S6>tci BDB«'vOI5g^K^lc«LT 

t, <t < . c n P) ©MSI^^Sg-r 5 d i: cfc o T. .kOllfflW*! BDOe!iS^/c«?^;gS 

ScSt^T. fk^W^fig. ^I^^e^^fig (^B) *fcSSG?^WMI{tCioT. inwtc 

[ 0 2 7 0 ] 50 
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±ia (3-1) ~ (3-3) icmmt u ~-y yysmii. i b Doik^^rc 

(mmm) *^ F c y R l I I aae?. F c y R I I I bit^g?. M i git^E 

NRG-zae?, '\4^y4^:^--^f sae?. HM74ae?. reg iiia 
fe?. LPAPae?. Mip-ii?ae^. L--bui'^>ae?. ECFLeae? 
. iDOiie?. iL-8 ae^, cDi 1 cae?*5j:t;TLR2ae?©(/^-fn*^o 

^S^ttI$iJ1-;5A^S*^, fe^V^aPcyR I I la. FcyR I I Ib> Mig. N 
RG-2.^4^y:^-f-if 3,HM74.REG III>LPAP.Mip-l/S. 
L--t\yi7^y^ EGFL6. IDO. IL-8. CDllcfccfcO'TLRZiDV^I'n*^ 

[0271] • 

( 4 ) I B D©3[» . ihmm 

*fg0^aFcyR Illaag?. FcyR IIIbae^.Migjie?, NRG 

-2ite?. ^4.yr^^_.t- 3ae?. HM74ae?. reg i i lae?, lp 
Apafc?. Mip-i^ae?, L--bPi^f->ae?, ECFLeiie^^. iDoii 

fc?. IL-sae^. CDllcMfi?, TLR2jie?Rt>*(in5(Dae?tJ;0r3 

- K^n-s ^ y/'^^'M^^ I B D LTi/^s v> ^ Hf fc*»M*^ 5. cn&ae?© 

lCS-:3<t(7)T'fe§o f^^^-S. *5§B^OI BDOEj^S-j^iSgiJti, Fc yR I I I a 

ae?. Fc yR I I I bafi^s Mi gae?. NRG-2ae?. ^^--^ 
3m&^. HM74ae?. reg i i lae?, iPAPae?, mi p-i 

fe?> L --fe f- ^ae?. EGFLsae^. iDoaG^> iL-sae^. cd 

Ilia. FcyR l'lIb,Mig.NRG-2,-N4^V^±--tf 3.HM74 
^ REG I I I. LPAP. Mip-l/S. L--trb^5=->. EGFL6. IDO. I 
L-8. GDI 1 ct5it>'TLR20V>-fn*^©%3ieL<«ilft6 (Sft) ^SU^J-TStl 

[ 0 2 7 2 ] 

a^W5aj^»i:^^FcyR I I I aae^. FcyR I I I bfig?. Mi g^fi 

NRG-2ae?. 'N^y + ^--tr' 3ae?. HM74aG?. reg I I la 
fe?. LPAPae?> Mip-i/3ae?. L-'ti/^'f-yae?, EGFLeae? 
> iDoae?. iL-sae?, cDiicae?i3j:t>*TLR2ae?cD(/>-fn*^© 

^^PP*J!feK. SSlMiFcyR I I la. FcyR I I lb. Mig. NRG-2 
. ^^V=>ti-~-ii 3.HM74.REG III.LPAP.Mip-l/?.L--fe^ 
EGFL6. I DO. IL-8. C D I I c ^ Zf T L R 2 <D I,-' t tlf' O MMm 

* ^ T . s gij ^ n fcl^ K B8 f 5 IS « S V ^ T « S tJg o T X ^ 6«J IC SI Ji ^ n 0 
T' * o T J; o 
[ 0 2 7 3 ] 

FcyR Illaae?. FcyR IIIbMe^.Mig Mfi? . N R G - 2 afi 

'N4^v4^-f--tf 3ae?. HM74ae?. reg i i lae?. LPApae 
Mip-ijsae?. L--t^^^>ae?. ECFLeae^. looae?. i 
L-safe?. GDI icae?t3j:t;TLR2ae?©v^-fn*^c[)iiiSH)fiji%«. ^§ 

VMiFcyR I I la. FcyR I I lb. Mig. NRG-2. ^i- — -{f 

3. HM74. REG I I I. LPAP. Mip-ljS. L--trl/^^>'. EGFL6 
. I DO. IL-8.CDllc43j;yTLR20l>1-"n*^<D^SgL<aaBl(S14) 
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m. y -/m^s: }:(omni^^m ; &mm. i^mm. 9^mm. h^i^sps-^sij) 

ftV^*^ 1 BS#ffl«i: LTs ISm g ~ 2 g Sa, »S L < ttS + m g 1 

[ 0 2 7 4 ] 

ttc. ±IBOl«!ia3b<D N A Kj; t) 3- H^nS fe©T'fen(f. ^ D N A * it j1& ffl 10 

yR I I lajte?. FcyR I I Ibag?. Migjlg?. NRG-2jlg?. 
'N4^y^-^--t' 3jie^> HM74ae^. REG I I litS?, LPAPjie?> 

Mip-i/siiG?. L --b u^'^>3ie?s EGFLeae?, looae?. i l- 

sae?. GDI \cmei^isj;:ifTLTizm&=?-(D\^^tnf3^i,cnt^7yf--tyx^^ 
ut^vo^m-^ii. ^ <Di^ ^ ^ L < lim&i'^mm^'!^ ^ -ic c ti^m^^ts c tic ^ >^ . 

ffia«#<Dtta> ^n. ificcfc o^i) b^ s^#T'fen{f 3imss?-r 5 u i: i^Riflg 

[ 0 2 7 5 ] 20 

T^S. feL<ti7>9^-b>XRNA^M#©fflWaBiat<:2iA-r5Ci:tcJ:t)MiiiSaic<t§ 
[ 0 2 7 6 ] 

CeT' r7y^-b>X5?^b:t^KJ fcti. FcyR I I I aSe?, FcyR I I 

I bae?. Mi gae?, NRG-2ae?. ^^^y ^i---{f sae?. hm7 4a 
g?. REG I I lag^x LPApae?^ mi p-iisaa?. L--tiy^^>m 
e?. EGFLsae?, looae?. iL-sae?^ cDiicae^sfctiTL 30 

jy^-t^T-RNA. 7>'5=--try7.DNA^^*^#tn§o E^JS^: 1~ 

1 9©V>-rn*^tClB«OJB»E^JO^!^^< i:fe8iSSJM±©a5$i-tCjttf&-rS7> 

^■b>X*Urf?i'l/;i-^K. T y y 7, R H A . 7 > ^ -fe ^ X D N A ^ H A^-^ $ n 5 

o 

[ 0 2 7 7 ] 

;l/ 7. * h U X X X ;!/ . 7 ;V 4^ * X .-^ -t - h . 7 ;l/ 4^ ;b X * 7 ^ 7=^- h * if O . iffl 
rt'\©i^tTl4tfc«liBaF*3-r£D?cS14^«*f#^SI»<* (" An t i s e n s e RNA 

and DNA" WILEY-LISSW. 1992^. pp. 1-50.J. M 40 
ed. Chem. 36, 1923-1937 (1993)) *<-^tn5o«me>a 

[ 0 2 7 8 ] 

LT, BffimB^cO^m. EP^FcyR I I I afflg?, FcyR I I I baS?, 

Migse?. NRG-2ae?, ^t-'H sae?. HM7 4ae?. reg 
II lae?, LPApae^, Mip-ijsae?> i --ti^ ^f-ym&j-. egf 
L6)te?, iDoae?^, it-sae?, cDiicae^sfcfiTLR2aG?<o 

^S«:«l$iJf5Ci:*^l?t, *^<LTFcyR I I I a, FcyR 1 I lb. Mig 

. NRG-2.'^+y^:^-•^f 3.HM74.REG IlI,LPAP.Mip-l 50 
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P . L-^lyi7 9-y. EGFL6. IDO. IL-8. C D I I c ^ tc li T L R 2 <D mW. 
[ 0 2 7 9 ] 

ti 5-200 tMS, :?e.t<:»tL<«8-2 5ieS. g«.jff$L<{il2-2 5ig»05 
RNAa, ffSL<{ilOOiSSt^±. c};'3»tL<a 300tgSi^±. ^S(C»St< 

{i 5 0 o^»ji^±(7)S$:s:*-r5feoi:-rnti"<kv^o ^fc. coyjmii. ±t^[^(Dmmic 

7>^-b>xafe?^||Af ^ i n V i V o a J;t?-B#:^^{ClSJt)mLfcSfflgStC7> 
f--b L. ^iMlia ^ ft ft K M f e x v_j_v_o.S * S $ "T 5 (0S-9--fx 

1 9 9 4 ^4^^, 2 0 - 4 5 ^ W^^, 3 6 ( 1 ). 2 3 - 4 8 
( 1 9 9 4 ) . ^^E^JfTlJ. 12 (15). ( 1 9 9 4 ) ^ if #HS) , 

c g) ft -g a i n v_i_v_o_ffi *^ » $ L < . iinjcfi. X w a» A a imm^'^ )i7. 

[ 0 2 8 0 ] 

x/MB'^-r/l/X. '\;l/'^7.«f-r;l/X. 7^i>'-7'i7-r;l/X. t^V t"^^ i/^ifT. 
•i'-Y;l'X:&if(D'>'f;l/X^VAt7>f--tr>'X7^b:t^F^iSijXA.T'^ftftlC»A-r5 
73ffiA^^tf5>n§o CcD^'Tti, bhD>>-r;l/7.. 7x/'^-r;L'X. 7xysgB'i''f';l/7, 

X ?.n. u jj^ y- Aa*^j!f s Li^c fa©iN'^7-r;i/xw#Aft<5: l 

[ 0 2 8 1 ] 

un?.^#Cy|§i^^'J'^;bX43cfct>*cn?>>j7Y;l/7>*^#A^nfc,€^lHiS^i:%W^tifig^^ 

. ST. ^^ft^ iftcS-^T § c i: A^T- t /-cS#Oj^«*f^gpfilcitgS#, #A-r 
§ il i: T- 1 5 o J_JL V i V 0 a *^gffl-r^^^;iie??1&;SfflfflSg^%{i:. FcyR 
I I laitg?, FcyR I I Ibitfi?, Miga^?. NRG-2jie?. ^^V 

^■^--■f sae?. HM74ag?, reg i i lae?, iPApae?. Mi p 

GDI lcag^t;^c{iTLR2ae?€)7>g^-tryX52^7L.:t^K^$tyi±«»iJ=S: 
ifOS4}^^©ffltC, ^J^ti'FcyR I I I aae?, FcyR I I I bilg?. M 
i gae^> NRG-2il€?, ^^V^i--'{f Sae?, HM74ag?. REG 

I I i^afc?. LPApae?, Mip-i;?jtg^, L--bb^^>jie?s egfl 
6jig^, iDoae?, iL-8ae?> cDiicite?t^c«TLR2ae?o7 

Aicsatfcjgffi (-b >^-r ■^-r (hvj) ->J:a^y-A*^) tr ^ c tii^x-^ 

§0 tfc, ae^^^«fflfflfig^^^i. ±EFc yR I I I a'ABT-. FcyR I I I b 

ae?. Mi gae?. NRG-2ae^. ^^.y^^-^-^f sae?, HM7 4ae? 

X REG I I Ifig?. LPAPae?, Mi p-l^SG?, I - -b U ^ > M 

s EGFLsae?. iDoae?. iL-8ae?> cDiicae?tfc«TLR2 
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FcyR I 1 laite?, FcyR I I Ibjifi?. Migjifi?, NRG- 
23ifi?. 'N*V + -t--lf 3a HM74iie?v REG I I lpa 

PifiG^^Mip-l/Jjife?. L--b^^^yJle?^ EGFL6jie?> IDOiie 

iL-8ffle?, cDiicae^sfctiTLRZiie^tcwrsTy^-feyT.?^ 

U^t^KiD^^tt. ll^^AlA^fcOiKlO. 0 00 1 -1 OOmg, »SL<{ii^O. 

00 1-1 OmgA^SB^V^LI![*^tCllHlS-^$n§flt-rn{f<fcV^o 7>f^-t>X? 

«i*aikg^/c:0*>IlxiO^ pfu-lxiO' ^ pfui:^5«ieH*^?)S^Ci: 10 
*^T-t5o 7>^-b>X5t^'U:i-5^H*^ALfclMflSO^^{ix IxiO^ifflBS/bod 
y - 1 X 1 0 ' = ifflSS/ b o d y SiS*S#-rnif <fc V^o 
[0282]- 

immmi 

^^:^^6)l5g^^n5^)<^)T'^i:S;^^o 

[ 0 2 8 3 ] 

cfcD'^' D->^.s#©^Sis^ffl^2 ^-n^nmiitcfifi/^ rn 20 

A ^PS!t/-Co• 
C 0 2 8 4 ] 

$P)lCl:h(D:fe/LNSIE^ffljail 5 1 V yf )l . :&^L^MIE^ffl^l 4 0-9->:/;l'. fe'L^PIE 
^S^l 3 2-9->y;b. ?^S5SIE^ffl!gE9 0-9->y;l/. ?aSlSi5iE^ffll^90+)->y;b 

> BE^ffl^s 4-9->y;i/. WiE^e^7 7-9->^;i/. flSflsiE^ffljise 7 V y ^ j\y . mm 

nmms 7 ^yf)i. wmnms^s 7 ^^ty^^i. 'p-giE'^mms z^yzru. ?grt^iE 

^m^z 6 -^yfjv. mmmmiEnm^z 5^y:f;i. mmiE'^mmz o->)-yf/i. so 
jE#ffi^2o-9->^;i'. ■f-mmiE'^m^.i 7 v-yf^v. ¥«biie^S8Sei s-^y^^i. 
gPSiE^ffl^i 3^yfji. V y^^BiEnm^i \^y^)\^. mmiL^m.w%^y^ )\^ . 
KfflSIE^ffliS 7 tSSS«;g?IIE«fflffi 7 -tJ- JSBIE^fflfS 6 > 

i^iE^ffllS 5 •9->'^;l/. :fe>L^^iE#ffi^ 5 -y-^y;!^. »g IE # ili ^ 5 -y- ;i/ . >L>KiE# 
iifi(^ 5 -y-^y;!/. Wal^j^KIE^iffl^ 5 ^^-y^;!/. #IE^iii^ 5 1?- iiJWIE^fflJ^ 
5-9->y;l/. ffiSlE^SiJSI 4 -y- /MK IE ^ ii§ 4 -y- > ^ ;b ci; t>* ^ IE # Si 4 -y- 
J; 5 , ^n€n#Stc'(iev> h-^f;!/ RNA ^rPSbfco 

[ 0 2 8 5 ] 

^lifS^J 2 DNAg^-yyft?«f 

IISS«?lJltC5^Nb/c-9-yy;l/J;!?KSItfct o t a 1 RNA^fflV^T. DNA^ ■yT'^lff 40 
*fTofc,**5. DNAf-';'y^«TaAffymetrixaGene Chip Hu 
man Genome U95-tr-yh^fflv^Tff^fco*i*Wfi:{i.fi|^ti. (1) t 
otal RNA*^e>cDNACDPia. (2) iScDNAA^6-7-^;l/{bcRNA(DPS< 
s (3) ^•^;l/fl:cRNAC07^i'*^yh{L^ (4) 77i'*^>hfl:cRNAi:yD 
-rTTXy^ h(0>s^•:;^) ^ ^ X. (5) 7" n - 7 7 b © ^ fe , (6) >''n-7'7U 

-r(D7. + ^ Rcf .( 7 ) ae?^:s»f«f . o^iiT'fTt^ fco 

[ 0 2 8 6 ] 

(1) total RNA*>P)cDNAOPS 

llfilSl?!ll-ef#P>nfc=Stotal RNA 10;tgi:T7-(dT)24;/7-l"7-( 
Amershamt±S<) 100pmol«:$tyil/iL<Dg^}S^> 70"C> lO^^HIilO 50 
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mLfcm. 7j<±-ei^iP b^Co l^SHm. superscript Choice Syst 
em for cDNA Synthesis(Gibco~BRL?±ffi)^C#SnS5 
xFirst Strand cDNA Buffer 4j[iL.^^^yhtC^Sn50 
.IM DTT (dithiothreitoI)2//L.K4^7h^C#^n?)10m 
M dNTP Mix 1/|L^?^JJPL. 4 2VV Z^miJUmLfCo ^IC. hlz^ 
SnSSuper Scriptll RT 2/iL(400U)*^i&nt. 42^-^1 

mrsimmLtc'i^. ^^vn^Lfco J^snft. DEPci{iS7i< a-tiy^ r-T.^nm) mm 

^S7j<91/xL. y h ic^^n^ 5 X S e c o n d St rand React i o 

n Buffer 30^L.10mM dNTP Mix 3/AL.M+^yhtC$StX 
^ E ' c o 1 i DNA Ligase l/iL(10U).K4^*yhtC$$n5 E . 

c o 1 i DNA Polymerase I 4/zL(40U).S+'yhtC^$n 
^ E • c o 1 i RNa s eH 1 /iL (2U) ^SAnL. 1 6*CT2B#P^SiS?-^/c 
o^V>-e. M4^^yhtC#^n§T4 DNA Polymerase 2/aL(10U) 
^m^. lerr^S^P^SJS^-yr/c:^. O. SM EDTA I 0 fi L ^WitULTco :k\^^ 

^ 7 X y - ;l/ / ^ p D .t^ ;l/ A / V T ^ ;l/ 7 n - ;l/ S ?S ( *y > - > S ) l 6 
2/iL^^ijpL. g^bfco^ii'&fS%. ^-AiSS. 1 4. 000 rpm. 30#F^}i;D 
5J^aiLTi3V^fe Phase Lock Gel Light(x^y^>K;l^7tt^)tCj^ 
L.^fiT14, OOOrpm. 2 S L ft x 1 4 5 L CD 7j< M x ^ > F 

;b7^:i-7^^C^L/co t#e>nfc?§^^e:. 7. 5 Mff 7 2 , 5 L . 

X:$?y-;l/ 3 6 2 . 5 /i L ^ JP ^ T ^ L fc ft . 4^*0^14, OOOrpm. 205i^P^a 
^^^MLtco m^b^mm. ±m^mr. i'fmLfccDN A^^tS-<Uy h^mtco 
. \y y h ic S 0 % j:^ ^ / - 0 . 5mL^?SAPL. 4^CT'14, OOOrpm. 55> 

DEPCMS7j<i 2 li L icmmLtco i^Js±(omi'^ic ^ mmm I TrmmLrc^ h - ^ jv 

RNAA^e>. §cDNA;&^f#t;rco 
[ 0 2 8 7 ] 

(2) cDNA;b^?)-5^;l/{kcRNAC0iag 

§cDNA}§?K5/iLtC, DEPCi!ia7j<17/iL^ BioArray High Yi 
eld RNA Transcript Labeling Kit(ENZOaM)tC 
^^n^lOXHY Reaction Buffer 4iiL.m^yhlfC^^n^l 
OxBiotin Labeled Ribonucleotides 4 ji L ^ y 
htC^SnSlOxDTT 4/xL. ^+^yhtC#tn510XRNase Inhi b 
itor Mix 4/xL.^4^^yhtc:#Sn520xT7 RNA Polymera 
se 2/iL^g^b. 3 7 VV 5mmEJt^^^r . ^ it c R N A ^ MM L Tz o SiS 
mKJt^miCD E ? Cmmyh 6 0 II L^tUKfc (Dt>. RN e a s y Mini Kit 
(GIAGENaiia) *fflV^T^#>^Dh3-;l/tcSei^. PSLfc^-^7l/{bcRNA^W 

[ 0 2 8 8 ] 

(3) ^^;i/{l:cRNA07-5^7/>h{[: 

^^^;l/ftcRNA 20^g5:^t?^^tC. SXFragmentation Buf 
fer ( 2 0 0 m M h U X -i^^ pH8. 1 ( S i g m a ttS) . SOOmMR^;!? 
V ^ JU (S i gmatt^) . 1 SOmUmm-^if^'^iy^l. (S i gma?±S) ) 8/iL^ 

i}u^tcKmm4 0 II L^. 9 4x:i: 3 5 ^rsijumLfcm. ^^izm\^^rco c ntc cfc 

5^71/ ft c RN A^y^^''?^y hitLtco 
[ 0 2 8 9 ] 

(4) 7^i7*p<>'Ki:c RNAi:7'n-7^7U-i'i:(7)7N^:/ij^*-YX 
#7'5^^>h{bcRNA 40/iLtC.5nM Control Oligo B2( 
Amershamttfi) 4^L. lOOxControl cRNA Cocktai 1 

4/iL. Herring sperm DNA(PromegaaS)40/zg.Ac 
etylated BSA(Gibco-BRLttS) 200/ig.2xMES Hyb 
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ridizatio.n Buffer (200mM MESxZM [Na + ]. 40 
mM EDTA.0.02% Tween20 (Piercett8a),pH6.5~6 
. 7 ) 2 0 0 ;t L V Stf D E P C ata* 1 4 4 |t L 4 0 0 /i L O -'^ ^ 'J A 

^ r /I/ f# fc o m 'bnrc^/^-< y V ij ^ ji'^ 9 9 x:-e 5 ^rsha^L. m 4 5 -c t 5 » 

pa Ap ^ L fc o fiD 1^ ^ . M a T* 1 4 . 0 0 0 r p m , 5 j^m'M'bi^ML . ii ^ tjV 

[ 0 2 9 0 ] 

-U. lxMES-'N-r:^'J^^'l'-lf-->H>/^y7r-T'S/'cLfc:Human genom 
e ugsya-^ZU-f (Af fyme t r i x?±Si) ^r. >'N-l':/U:4--:/>rt-p, 4 
St. 60rpmT*10i!^SIlte*-a:fcm, 1 x M E S ;^ ^ V ^ ^ "if - 3 > y y T 10 

-«:l^iLTyD-:r7U-r*ISilLfCo±IET'ffen/-cM-l':^'JAi7x;l/±}f200/t 

C 0 2 9 1 ] 

(5) yu-yy \y-( (DPk& 

± le TMf e> n ^ :/ u x?g * :/ D - 7 7 ^ n 3b> e. M -Y 'J * f- ;i/ * 111 iR 

ItSL/if^. Non-Stringent Wash Buffer (6XSSPE (2 
OXSSPE (:^*71'f•X^tti!) *?&«?) s 0. 0 1%Tween20x 0. 005 
%Ant i foamO-30 (S i gmatt^) ) r-mtcLfCc i^tCNon-St r i n 
gent Wash Buffertii:^' Stringent Wash Buffer 20 
(lOOmM MES. 0. IM NaCl. 0. 01%Tween20)*-tryhtfc: 
GeneChip Fluidics Station 400 (Affymetrix 

tt^) (om^(DiiLmicy ^ ^' )i y h it c RNAt^^-^yvn^-^XLtcyu-yju^^m 

«Lfc„ ^■©ft9ife7'nh3-;UEuKGE-WS2tCtJeoT. I ^APk^m (10/ig/ 
mL Streptavidin Phycoerythrin (SAPE) (Mol 
ec/tLar Probe ttii)^ 2ing/mL Acetylated BSA, 10 
OmM MES. IM NaCl (Ambio n ttSi) . 0. 05%Tween20. 0 
. 005%Antifoa^lO-30)^ 2^^fe?S(I00/ig/mL Goat 
IgG (Sigma ttg|)s3/ig/mL Biotinylated Anti-S 
treptavidin antibody (Vector Laboratorie 30 
sttS). 2mg/mL Acetylated BSA. lOOmM MES. IM 
NaCU 0. 05%Tween20, 0. 005 %AntifoamO-30)tC<fc»3 
Si fe L o 
[ 0 2 9 2 ] 

(6) ya-yjiy-fiDx^^ >s Ris (7) m&^^mmmm 

^^Ltc^ytJ-yrU^^HP GeneArray Scanner (Affyme 
t r I xttiS) (C«L, ^^/^^'-y^m.^ftHotco m&f^^->^i>tlCGeneCh 

ip Workstation System(Affymetrixttii)tCj;oTy 
a-y 7 ±(OmB^(0 %m^m^ LTco -^H:. ftUffy^Dhn-yHct^oTNorma 

I i z a t i o n otcco^. ^ ^ > y icis if ^ ^ y a - y (Site?) o^mm ( 40 

average di fference) ^Wttibfco m — <D y u - y K^O ^ . "d-yy )\/ 
©asc'i: tcjie?^3S«(DJpj%ffl«:*i6, 5 6. tc # -y- :x ^ H ^c *5 5 ^i^S <0^ 

[ 0 2 9 3 ] 

^fiiSff!! 3 ^^l^iftlg^r 
[ 0 2 9 4 ] 

llfi!i0iJ2TM7ofcDNA^-y7'^«TK<t:§®e?fgSOl»^i^^A^P>. ifSfilE^fieitcJt 
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[ 0 2 9 5 ] 

-yic-oi^^r. mmm^m^^^ts 4 3 ss©iE^ffl^tt>tt§fg^a;& d n a ^ -y 7^© 

^<0^m. FcyR I I I aae?. FcyR I I I hMB^. Migae^-, NR 

G-2jte?. ^:^iy:^^_^f sae?. hut 4mB^. reg i i lae^^, l 

PAPjifE?, Mip-ijsae?, L--ti'^^ya(E?. ECFLsae^. ido 
life?. I L-sae?. cDi 1 c'M&^s SDfTLR2ae?©x ifi 5ae?*^a 
5 n o 

[ 0 2 9 6 ] 

im 1 ] 
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IB 
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22 
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70099_g_a 
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26 
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13 


27 
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t 
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14 


28 


40310_at 
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6.5 
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[ 0 2 9 7 ] 

S4'^ Human U957°D — Human Genome U95 Chip 

icis If :^ •/ u - y ^ ^ Tjkt o tfcgcf Acc No a. GenBankx-^f'^-X 40 
icisif !S>7 if y a ym^^^^to tfca4', mm^^li. Huma n G e n ome 

U9 5 ch i p vm^ Ltz^miE'^mwicomBi'^mm^ \ t Ltcm-^icisif ^mm 

[ 0 2 9 8 ] 

a^4^>liS, vhU-yi'XyD-f7--tr*l. vh'J>yi/Xy^Dr7-Hf9*ifA^$Sn 
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[ 0 2 9 9 ] 

i:i±(Dj;:^K. ^su^nfcMfBi 5<B©ae^tt. mnr^mmmmtit^Lz i bds 

[ 0 3 0 0 ] 

4 FcyR I I lajie?. FcyR I I IbSe?. Migag?. NR 

G-2ae?. '^4^y^:^-■^f sae?. HM74iie?. reg i i imb^. l lo 
PAPse?. Mip-i/3ae?, L--tr^^'^>ae?. EOFLsafi?, ido 
I L - 8 jifi?. c D 1 1 c ae?, tsitf/sfcax l r zm^^nrnwimm 

<n7.^ ^) ~ =.y 9 

[ 0 3 0 1 ] 

tt) . HT-29iMBa A T T C H T B - 3 8 . ;^B*ta«« 

^^?±).*fc{iCOLO 205 aiJiSCth igl^liJSfi*. ATTCffi##CCL- 

2 2 2. ;*:B*S^ttS#tt) 1 0% ^Stt{b^ll&ilJf[l}f . 2mMi'*;l/^5>, 5 
OIU/ml^::ii/U>. SOmg/mlXh^yhT-ri^V-g-WDulbecco' s 

Mod i f i ed Eag 1 elg^^fflV^. 37'C. C02ga5%O^ftT-^^*-r 20 
5offS[LfcCaco-2jfflBa. HT-29»)iSSfc{iCOLO 205 ili)ia^247t 
ffl^^^T^I^-hfCO. 6-1. 2x 10^ ce 1 1 s/cm^T-jfat. 37^. C 

0 2 it 5 % I? ^ s f ?. o c n e> ® a sa ?>f L T $ij Si ( ;i/ 4? - ;i/ 1 2 - 5 u x f - - h 

137-b-r— h.-9--l'bAY>'(Interferony. Tumor necrosi 
s factor— a> Interleukin- 1. Interleukin — 6^) 

$>§VMiButyrate)O#ftTT'SS^*SlK#^r§?S(100 /iM. 10 /xM. 
*3j;y' 1 /i McD^SgcDMg^l^K^Sr^CygfS) ;&jSiD-r c bs lli^ i: L T . 

flaj:DaffiLfcRNA^fflV^T*Sfl^J2lcf3«^nfc73}*T*, F c yR I I I aSe? 

, FcyR I I ibag?. Migae?. NRG-2ae?> ^^--^ 3a so 
e^, HM74ae?. reg i i lag?, LPAPae?, mi p-i /sag^. 

L--bb^>^yag?, EGFLSag?. IDOag?. IL-sag^. CDllc 
ag^. 43 itf/t ^c{±T L R 2ag?©^3S«^P'^§o ^©^i^**^ 6. > h n-;l/ 
i;tt'<T. FcyR I I laag?. FcyR I I Ibag?s Migag?> NR 

G-2ag?. ^ + y + :^-^f sag?. HM74ag?> reg i i lag?, l 
PAPag?. Mip-ijsag?-. L--bixi^^yag?. egfls ag?. i d o 

ag?. IL-8ag?. CD 1 1 cag?. Jicfctf/^ fc a TLR2ag?cDfg]lMA^ 
10%. » $ L < a 3 0 % . ?f tC » S L < ti 5 0 % J-X ± ffi T t T « 1^ i(lD L 

[ 0 3 0 2 ] 40 

nmm 5 fc yR i i i a<Dmm (gtt) ts^mmoy?.^ v if 

Cassatella, M. A. ^ . J . Exp. Med., 169, 5 
49-567. 1989 (i:igai$nTV^^73ffi^##li: FcyR lllatc<t§)|iflg 

rt*;l/'>'>A»giiSD?S14*a!l«-r5c:i:*^T-t. i:®ill^i^;&fflv^TF c y R i i i 

1 mM CaCl2.5.6 mM glucose. 20 mM Hepes.O. 
025% BSA ^WpH 7.4 OHBSS(4^7ntt)^?gtC. thj^^glfa^^ 
^JfflJiS J: 0 «S t N KifflflS* 5 X 1 0 ® cells/ml © iig K T L . ^itlP 
milfi 2 nU <D fura-2/AM (;^;;Hf:t^ixa)^?gADL. 15 5i-P4. 

3 7 VlCXmmLfiifiP,^ a.^ - ht BSA. fura-2/AM^#t*t,>± 50 
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r^c mS&^Wct^L. 3x 1 0^ ce 1 1 s/ml JCTSSS-TSo ^^^n^'i^ba 
L, 5 n g/m\ 03G8 (MBLa:)«:^j!lDL/'c^xifflBSrtA;l^'>'>Aiga©^ 
it^mmm^ 340 nm.^^Sg 505 nm iCTM^t^o 

mi&f^tiji'>'y Lmm<omi}atii^m^«.m^tamicttLx I 0%. iffi^L< it 30%. # 

[ 0 3 0 3 ] 

mmm e FcyR i i i bcD^^gg (Stt) aiM^j©7.i";-->^* 

ifflflsssfc F c y R I I I h ^^mLx^^^mmi)^ \ g c ^a-kt ^wm^mmt ^ c 10 

i:tcj;»). Fc yR I I I b©*Sfil *aiSiJ-r5!t&S^X^U-::i>y-r5J:i; 
*^ T' t § o 

FlTCT'^iSLfcSS^$i^ftirL(*(Lew. D. P. 5). Nature. 3 
15. 509-511, 1985 ^ ^UH e d . J. 6, Immunolog 

y. 45. 727-736, I 9 8 2 ) t t IC y ^ 3. ^ - h L X F \ T C - \ 

gGS^^fts-r^o ffl:^. \^ht^bUskLxmmLfc»^m (sx i o« ) i:F i tc 

-IgGe?(2.5xioMt^2.9 ml€)ii«?S(ffl^ 138 mM Na 
CI, 6mM KCl, 1 mM MgS04. 1.1 mM CaClz. 5 

mM NaHCOj, 100 uM EGTA, 5.5 mM glucose. 

20 mM HEPES, pH 7.4)tCT37'C>10 ^P^-O + a^-hf 20 

iifflflSJi-oF I Tc-i gGita?{ih'j>'^>'7;u-T'i'x>^>yt. asartic^jDii 

l^ntc ¥ I T C (Omyt^'f: -t (.1 e V/ , D. P. Nature, 3 

15, 509-511, 1985 t5J:D*Hed,J. ^.Immunology 
4 5, 7 2 7 - 7 3 6, 1 9 8 2 ) o f^M^MO 7. ^ V - - y ^' it . ^m'^M^ 
^iP t ^V^ilfflflStclt LTltS^%S*}^ftn LfcaBBSO. iffl flS 1? »J t tl F I TCOM 
^1gaAM0%, »St<a3 0%. 1fK:»*t<fi5 0%JJi±}ii!?tTV>/-cl^tC^)!lPt/£ 

[ 0 3 0 4 ] 

mmm 7 m \ g(o mm imm) is\iV\m<D7.i'V 

Weng. Y. Biol. Chem., 273, 18288-18 30 

291, 1998t3J:D*DeMartino,. J.A. e.J. Biol. Ch 
em., 269, 14446-14450, 1994^##lCMiglCiSJiSgF*3 

AiiaJii!)DS14*j|J^-r 5 c fc*<T't. c OSl^^S^fflv^TM i gOSIffi (gtt 

) ^mmt ^ - -y -ift ^ c tf^x^ 

thTiBSafeL<«CXCR3 (GenBank Acc. No. NM_001 504) 

^^m-^^tc c H omm (. ^ T c c no. ccL-6i.:*:B*ia^)2xio^ 

cells/ml lcjiftl.25 ]i g / m \ (0 Indo-1 ^Wilm. I 0 m 
M Hepes>.5% FCS^-ttyRPMI 4'lCT45 ^^-37 *CT'^>4^a'^- 
H-5oSBBS^IillR>)5fei^t.St>*1.25 ^ig/ml (D Indo-l^#ty±ie 
ffl5!cJgltiJtCT56)(C45 ^W^^a'^-hfSoiaBa^rlHlUXUs 2. 5x10^ ce 40 
Ms/ml OiSSfCTlO mM Hepes.O. 1% BSA^-^tyRPMI 

365 nm. 405 nmt3j:t>* 488 nm ICXM^t 

m^mnoT.^ v--y^ii. mm^m^miiaLrj:\,ymmicttLxmmviam^mi}aLtcm 

i:i±m'PLrz^.\cWii]QLx\^^rc^m^m^. i Bo^rigift], (^#, j^js) -rsiiffii 
it^^t Lxm^t^o 

[ 0 3 0 5 ] 

^mm 8 N R G - 2 offltg (Stt) aisijfflox ^ >j 

Pignatelli. M.&.J. Cell Science, 114, 41 50 
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17-4126, 2001 oyj 0^ ~ :x - u ^ V > <D E R B B ^mmmmurm 
^so^Ts d i:*^T't, c om^^^mi'^r N R G - 2 (DiMm (jgtt) ^mmt ^^m^ 

V --y ^'t ^ c tij'^X'^ UCF-imm (:^H*fi!aife L < a A T C C cl: 0 A 
^rIhI^ATCC Number HTB-22);&96>i7x;l/7'b-htCl'^x;l'$.fc 
07000fflSa iX-K-rSo RPMIig%(10% FCS> 1000 lU ^-i/V 
y -7.V\^lf ^ %/y ^ 2 mM 5 >^W) T 2 4 ^^«SL/-c^. liJfliriig 

itelC5^^L. «g^!i%Ki:NRG-.2 (30 nM) ^^^inL. 24^r^ig«-r5o 
H] f-^i^V (0. 5 /iC i) ^iPx.. ?P)tC24Bfr^^«-r2)o )fflfla?:/N-^XhL 

. jjfejftt. H] ^^^yyo:>'S3,y)'-ihh-m^mwyy=i-i^-yByf)'Oy^-\z.xm%^ 

5oNRG-2ttCarrawaye>(D:;^}S(Nature, 387, 512-51 

6) tCTUffi-rSc T ^ t) ^NRG-2(DEGF«F^-1'>' (757^E?iJ 2 4 6- 3 1 
4) i:^*;l/^^^>-S-h^>X7x^--tfcD16^geK^. H i gh F i veiaiflS 

(smasBS) vax^wiz^. ^^^^ftitt;??^ AtcrintRi-^o mm%n(oxi^ v 

iA^*^ 10%. »t L < a 3 0 %. L < fi 5 0 % IX±M'> bfcl^tC 

^ira LTV>fc«!^!t^K;|r. I BD^SrSa. «J«iJ (Scll> i^3») f 5 MSfk^l^ i: L T ^J? 
•r 5o 

[ 0 3 0 6 ] 

^fiSgil 9 -\ 4- y ^ ■:^ - -fe" 3 £D«t6 (Stt) SpM^jfT);^ i; - - > ^- 
D-y;l/3-7.6-U>K^fiit^^*;l/D-7.-6-';>iExt HDr:^--^r^ NADPJ^ 
#Tl?O 3 4 0 nm ^ fi O ti Ad T' jl) ^ f 5 C {c J; o T , 'n 4^ V + :^ - -if 3 © » ^ 
Se^ffl^-r § c i: A^-et (^fl:^^^«^ 1 2 x^.;l/4i-f-^Wi:^f*K{t ±10 4 

-108) . c (Dm'&^^m^-'X ^-t-^ z (omm (si4) ^mmt 

V--yift^ctt)'iZ'^^, 

\^hi§!k±mm5o n \ . 1. 0 M T r i s -^mmmm (pH 8. o) loo 

H I . 0 . \ M MgClz 20 Ail.2 mM NADP 100 /ils2 
0 mMi'";l'3-X100 /iU20 mM ATP 100 /il^?i^L.Sl^tl 
K#ftT^3,ttflf#ftTT'2 0^^K3 7 VicrUUL. 3 4 0 nmCD^TtefiCDtijtlP^SiJ 
S1-5„ fiMtl«<DXi' U « i^S ^ t * V> ® © )t g Jt t T M 

tIK^^StoLfc^^cO®^Jt^DiiiaA^ 10%. $?SL<a3 0%. !t#lC»SL<t±5 0 

[ 0 3 0 7 ] 

1 0 HM 7 4 (omm (mm ^mmcoxi^ u --y ';f 

HM7 4©ffittaiJ£{i. Gga±ttg^§g^;;,^GDP^^ftTT'GTPT:>-D^'T^§GT 
HM74CDite?(GenBank Acc. No. D10923)liS^^^-%ftl! 

L. cHo-Ki*fflBstfcaHEK2 9 3ifflsa(i:ii*jMiij-iJ:§„ m^'bici: mm<Dm 

m^^mmh . - 8 0 X:XU^t 1 mM DTT, ImM MgClz, ImM 
EGTA. lOOmM NaCl, 100/zM GDP«r-g-ty50mM Tris 

-CI (pH. 7. 4) /^yy T-ic I 0 li go^mm&Rrjm^mm^U'^Lrm^^m 
5 0 0 II I t L. 3ovr'3o^m'<y^^^-ht^o so/iiod ^ s] - gtp 

yS*^J8S0. ZSoMtCiftSiaig-a-L. ^ ^ ic 3 0 X 3 0 ^ ?S y ^ :i ^~ h f 
5o ^-&SJSlii^'7X7-<';l/^- (Wha tmanGF/B^U'-F) ±-Z?*?^/^>y7r 
— (50mM Tris-Cl, ImM MgCL2, pH. 7. 4)li:T5|5Igt#-r 

5<ii:tc<t»)*i7-r§o ^t4ii^>^u-i^3 y ti <y y ^ - ic r 7 ^ ^ — ± (D wlm ^ ^ ij 

'^^y h 5 0/iM©««t6Sia^nTV>*l>GTPyS ^-y-i^ T';!/ i:L?S:i:t©ia^/^ 
^^fflA^ 10%. $ftL<«30%. #tC»SL<li50% J[i(±{ST LTt^S^il^M 
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[0308]' 

^mm 1 1 REG I I I (D«ifi6 (jgtt).ai«ijsijo7.^ 'J 

Malka, 06. Gastroenterology, 114, 808-816 
i99843<i:t;Malka, D6s Gastroenterology, 119 
8 1 6-828, 2000O7?i*«:##tCREG III©7d<h-->;^«lSiJg14 

^m^t ^ c tii'^-c-^ . c(ommjk^m\'^r R E G i i Komm (ffiH) ^mur^^ 
AR4-2jifflBS -y h&mmmmi&) ^pst^PAP (reg i I I) ae? 

^ifiljf^lilCig^L. ^m^nW^m'^. ^icmmitTicm^ 0 . l 5 mM tc:^^^;^ 

c M^M&i)'' 3 \ 7 n g / m \ tC^5<J;^3-(4.5-dimethylthia 
zol— 2 — yl) — 5— (3 — carboxymethoxyphenyl) — 2 — ( 

4 — sulfophenyl)— 2H— tetrazolium inner salt 
(MTS) ^i^^lDL, 2 ^m-^ ^Id^mLtc'ik. 490 nm©®^g (';7rU>XS 

ft{i 630 n m) iCX ^^mm^m^t ^^^-(DS^.^rnXLtcARA-ZJ^O 
h-i/X«I$iJgtt. R E G 3 ae?^»AL, ifil1%a^^)!inL**>ofc A R 
4-2J^l 00%7>-Kh->'XfflJ$iJStt^^1-n>hn-;bi:LTfflV^. 

h-i/xmmm^tiu 0 %. »tL<{i3o%. ific»sL<«50% Jx±i)iiJ>t fci^ 

[ 0 3 0 9 ] 

Sfclovanna, J, J Biol Chem. 266, 24664- 

24669. i99i©:^js«:##ic, REG I I I (Dmmmmm^^ M^t ^ C t 
*^Tt. c com^Jk^^^^x R E G I I lo^ftg (ffitt) ^mut ?>^M^P^^ V - =. 

±mm i u \ 0 Bmn:^n^m^^-^ ^^xmmmmt ^ (L-b r o t 3 7^:) » 

a(*^lH]lK. i^fertfi. V-<'^a7'U-hl'^7x;b$.fcD5X10' IfflflS^ 200 /x 30 

I cDo. 5mM caciz ts ? ^ s mw.^^m'ML X '^isar ^ c ^^^nW^M'ik 

.50 /ig/ml ©PAP (REG IlO^jSlinL, 25t:k:T3 ^HSJS 
^•(i-fctg, 6 0 0 nm <om.%&^X m^t ^ o ^ i3 ^ ZT n y V u - 

)\^tLX. 7 }\^y^y (50 lig/m 1) . ^Ki^'f-^m>hn-;l/tbTn>;^-t/^ 
•J>A (50 II %/m\) ?$i^^5!l«*i^i!lDL 
*V^}g«tcit LT«»!t^«%^;!)P LfcJgft*^ 10%.»^t<ti30%.1tt»SL<{i 

5 0% i:i±iS-'>Lfc3SJC^i!;pLTV^fc1i^SI1^»*, I B D ^^SJ, «I»J (3t«. Ji&JS) 

[0310] 

jiasgM 1 2 L? k?<omm im^) ^mm(ox^^)-~y^ 40 

Schraven, B..5, J. Biol. Chem.. 269. 2910 
2-29 1 1 1, 1 994 lCfB«(D73a*##lCCD45t©i|g^Stt^SiJ^f5i:i: 
*^T't. C ©iiJ^.^^ffll/^T L P A P (iStt) ^ttlM-r SI^SK^Xi' 'J -^^^'•1- 

5 c f: *^ T' t 5 o 

J u r ka t T-1 ymphocy t e sifffliStt (thSlfilJwTUy/^HS^!?. ATT 
Ctt##TIB-152,:*:B*ffi^1*S^tt) 1. 0X10^«BBS^.*;^TBS (T 
r is. - buffered saline)tCT2lil^)^b. rS^/^-y 77-(20 m 
M Tris-HCl, pH7. 5. 150 mM NaCl, 2 y. % / m \ 
aprotinin, 2 ;ig/ml leupeptin. 10 mM NaF, 

1 mM sodium ortho vanadate, 1% Briji 58 50 
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) 30 ml KXmmt^o C:n^CD45 t/-^n--;>-;l/Jti*^i^#5H3:fcCN 
Br-Sepharosee-X 3 mlfcti^L.i|fliS}§ft|J8j4'<DLPAP.CD4 

5 tr-xic^g^$ # 5o ^icf§m^^y y 7 -icr 3 mm^'^LTc^^ 3 mi© 

mm y y 7 - ^ tQ X r mm L . 200 11 i ^-^-f ^ufu-hic^&t^o so n 
I oum^n^^ts. ^>L<^±#^*^^^g(g/^y7r-^taAT2o^^•p^^^g^cTS^5^ 
. jssi-rsae«* (»t l< aiisfrs l p a p?:ml p a Piit#;&fflv^T) aa^-rs 

S iS ^ (D H g e K AM 0 % . » ^ L < ti 3 0 % . It » t L < (i 5 0 % ± tg L 

fci^tc^iPbTv>fc«®i^H^. I BD^Mfp. mm okm. fhm:) t ^mmit^^ t l 
rmmt^o lo 

[0311] 

1 3 M i p - I p (omm ifs^) mmm(D7,'i' V --y if 

Laurence. J. S.5)^ Biochemistry, 39, 3401- 
3409. 2 0 0 0 lCsd.m(Oyjm^^^lC C C R 5 tcOf^-^iSit^m^t ?> C tif^X't 

> c v>TM i p-1 poymm (Stt) ^«i»j-r 5^K«r7. 

c i: T' t ^ o 

['^M]Mip-lj3(2200 Cl/mmol. NEN Life Scie 
nee Products) 0. 08 nMi:. CCRSae^^^AbfcCHO (Ch 
inese hamster ovary)|fflSS40,000 cells^. 0. 1 
mlOBinding S»^(50 mM HEPES. pH 7.4. 1 m M 20 

CaClz, 5 mM MgClj. 0. 5% B S A ) 4" fC T 2 7 t: . »g^1%K 
#«ETfe=kt>'##feT-e90^^FJ^> + n-<-M-;So ig^Lfc [' ^ s j] p_j 
/3*1% BSAT-^aLfcGF/C7^';l/^- (Wha tman) T'53g-r5Ci:tC<}; 

S^i^Sii^AnPtcltLT^^LfcMi p-1 /SsbM 0%, ^iftL<{i30%. Iftcift 
L < (i 5 0 % «±!^'>Lfc^{C^itraLTVfcMMtlK%. I B D ^^a, «I$iJ (^«. 

[0312] 

Laurence, J. S.?), Biochemistry, 39, 340 

1-3409, 2000*3<J:t>'Stables,J.e.. Anal. Biochem 30 

252, 1 15-126, 1997 lCiS«®:^a^##lCCCR5CiA;b>'>> 
AffitiiStt (GPCR<DSfS) ^ M^t C ii if X' ^ . C (DM^^^ mi^X M i p-l /? 

coiiti (Slt) ^mut^^K^y.^ v--y'^t^ctit}'^x^^o 

CCR5ag?;Sr«ALfcCH0»BStC. apoaequorinae?. G„,6 (G 

-m&m a ^y=L-y h (D-m) ae?^^- K-r^y^x? K^gr^ e,ii:#AL. dme 

M^tttCSXlO® ce 1 1 s / m \ X-mmt ^ o 5 /iMOcoe 1 enteraz 
ine H (Molecular probes)#ftTsB§fi|fT2^H'l'>^a.'^ — 

h t ^ o mm^ 7 . #.f? l. so n i commm i 3 , 3 o o o ceiis)tc, 

Um'S^M^ D U E M^^l^cmt^ Ltcmm so /il^iP^So^StCl^i-fttClnMO 
Mip-ljS(R&D Systems)^^]!inL. aequorin0^7te(469 40 

nm) ^ \ ^mm^t mm'^m(Dx^ V ~-y -^'li. ^^^n^mi]aLrj:\.>mmicit 

bTS^tlK^:SilPL/c:^fflSS<O*;l/>"^7AcDact±i*M0%, »$L<ti3 0%. fttc^t 

L<{±5 0% i:i±m'>Lrc^{cmmLx\,\rz^mmn^. i b d ^m^. mm {^m. 

[0313] 

nmm i 4 L--bU'>^y(Dmm irsm mmm(Dx^v--yif 

1 1 - 2 3 6 3 9 4tciE«o:^}S^##ics L e X tcom-^m&^m^t ^ c tff 

■et. C (DSiJSlS^fflV^T L --fr Ix^^ (S14) * SPSfJ "T 5 1^ X - > 

^'T C t ti^X ^ ?> o 

ttL-tU!7^yX I g=i^;<^^y/^^<omm^ndo 50 
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icm^t^o -tUi^f- tbXii. thL--bbi'^>(Laski et al. 

Cell, 56, 1045-1055 { I 9 8 9 ) ) (D D N A M^] ^ t IC ^ 

^n^n^DN*s*^c,^ifc<D!S^^c^^^s^:^n5^^^>K^^'>. eg ff ;<-!'>'. m 

1.^2CR (Complement Reguratory) Kp«-l'>tT'^:fflV^-5 
o-:;^thIg^'>'''^^i:UTaxfe:hIgG2(Elison and Hood. 
Proc. Natl. Acad. Sci., 79, 1984-1988 (1 
982) ) ©DNAE?iJ^t^tC. H i ngeSli|?*^e.CH2, CH3^^ST-^fflV>5 
, ^•n^ncD-bbi'^^i: I g©0^*$tyDNA»r>T-t±. Po l yme r a s e Ch 
ain Reactionffi(Kriegler .Gene Transfer an 10 
d Expression: A Laboratory Manual, W. H. Fr 
eeman. New York. 1990)^fflV^T^n€niiiliiL, ^(Dfg$g-&-r 
?>ii tica^ . BWi:-rSL-bUi'^y/lg4^^7i3<fct;p-bbi'^>'/lg+p«7© 

(D^m< ^ ^ - -e h ^ p C D hi A - I (I nv i t rogenK) KM^i^^tSo C tl lb (D 
:/7X5F^pCV2-neo (ClontechttlS!) t t ^ ic \^ h V ^ ^mm^ 2 9 
3fflJiSK:U>'i!A;l'->>J'A}itCj;!)n h 7 > 7.7 jl 3 > L . ^^itv^i/yyiciSS 

/I ^^^'7(0^yf^^^mm'^'&.W.Wi\cfjikt^i 
1/ ^ T' ^ PI S S 14 K 1^ * fr ^ . 

[0314] 

•?-7h75KSLeX.-HUv- 1 mg/ml(D7j<^}g;&Pl!b. 7.h>v^7fSi:LT. 
- 2 0 ^T'SiK t T«#-r 5o C n*figfflB#»Cil!lS 5 0 % O P< ^ 7 - ;b * T* 1 . 

5 /ig/mMC^&f^-rSo ^f?bfcgj«^yb-h{C50 ^ 1/we 1 IT^^-ab. 
^g)iilHlCj;Oa^-ri.o Sa-^yl/^^f-^y^wl/tf^-vh^fflV^T DPBS200 fi 

l/wellT'3!H]i^?l>Ufc{t. 5% BSA/DPBS^200 /il/welljflP^ 
SjST'2^M]!SatT7a«y4^>y;SrtT'5o *<Otix DPBS200 /x 1/we 1 IT' 

B S A/D P B STMTdo.L--bU^^>/ 1 g ^ "7 ^ -^4K^W t t>'^mUX 2 0^^ 

p^ttBLT. n y x^jgfig^-frSo mmit^m^rcit^v^)vv^y^m^?>m 
icii. D p B s x 5 {smmicmmLtzmmM 5 0 wcuy-fvy ^ 7.2 o o /ii* 

DPBS^iiAnLTlBil-rSo +p{73>yu-y^X«::/U-ht^.'>x;I/50 /i 1*0 
^> SgT'l^Hag-rSo 200 /i 1/we 1 10DPBS1?7ll7^b-hO}5t}^^ 
tf9o SigtcMLfc»R%l 00 II 1/we 1 liP;^. 20-30^]RBL3ga^^fe 
AHfS)nfc6.1 N';>^50 /t 1/we 1 lT'SlS%±465o =S'>x;l/<D4 50 nm 
tcfettSKJte^ilJSt.- 3yhn-;l/iftc43ltSffl«:l 00%i:L. tS^SIfb^^^Sfctt 40 
i^'J5^;l/>J^y*-&tf'>x;btc43tt5S««€:%rJ>FD-;l/-e»W-rSo 
[0315] 

* fc . ffl § ^ « fi J-X T i: t3 D T * 5 o 
F] : 

:^7h75KSLeX4<Uv- (Miyauchie., Bioorg. Med. 
Chem. Lett.. 7. 985 (1997) (ClB«©:73ffi7-^figr5 ); 

y<j^;i/'J^:/ (ft)t«ll) : 

-i^Sti* ■^'4? F(ab') filth IgGm«:(Fc. Sp) 

] ; 50 
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mm i^y^ttm tub ( 3 , 3 * , 5 . 5 — tetramethylbenzi 

d i n e ) : 

SJS^±ffi [IN H3P04] ; 

DPBS (^'/Iz-s-yn 7:tX7x-h /^yyr-V -fe^-Y^) : 
BSA iift;->skmT/ir^y) o 

KJS^cDS«»*MO%. {!ftL<{i30%. 1fli:»$L<{i50% J-X±M^J^Lfc^tc 

i$tobT^>fc«^^^s;&, I BD^mm. mm r ^mmt-t^ i: lzm^i 

t 

[0316] 10 

mmm 1 5 E G F L 6 (D^m (s^) nmm<D7.^ V --y ■if 

7 - 1 9 6 5 2 7tcie«ci:^ffi;&#^tE G F L 6 (Dm^mmm^^wi^t ^ c t 

■r 5 (1 i: 1 5 o 

V>j7X^lt^fflBSSw i s s 3 T 3^rcl,t^ y h/Ml±SlfflBSl EC 1 8 («lCAme r 
ican Type Culture Col lection *^P)»A)^967X*;1/ 

-r-^'/ng*^ (STkfi^atyo JWTFBs-DMEMhinsis-rs) vmmt'^^iyy )i:r. 

ictj: ^ i^Tmrn-r ^ im^mii. iTXSfcDo. i m i ^mt ^) mmm^ o . 2%f 20 
B s - DUE Mt^mL. t ^ici ammh. mm^m±mKmx-r mm^m^tET 

feJ:tf##feT> 0. 2%FBS-DMEM(50 [i \ ) IC X 0 . 5 mm^Mt ^ 
e.^C20ng/ml(DEGFL6^$t?0. 2%FBS-DMEM?r50 (i \ ^baL. 
1 7B#p^^«-ri.o H-^$iy'y (1 CN/W^t^x-i-Ayl/ttSyo 1 II 

Ci/ml):&#t?0. 2%FBS-DMEM(0. lml)i:3?aL^?P)tc2^Wig 
«-r§o i^mm^m^ . O. l%^'>'J;b^i?:hhU'j7i>7j<^ffi;&irv:a/cDO. Iml 
An^SiBS^jgfti-r^o -t Jl /\ - ^ X ^ - (Ska t ron INCttS) tCJ:t»DNA^ 
7-^;!/^'- (Skat ron 1NC?±K) itCHlRL. DNAlC ^Djitnfc^ H- 
^ 5 3 y^f - (LKBttij) T'SS^-rSo 

SSOt^MAM 0%. »$L<tt30%. !|ttc^if*L<(i50% «±ige'>Lfc^tC!$)!;DL 
TV^/i:»®^1%R*, I BD^^fn. JPM (3tS, jfejit) t ?> mm it-^ ^ t L X MiRt ^ o 
[0317] 

HiSSgll 1 6 iDOO^tB (gtt) flPSJ^yfiDXi^i;--^^- 

Carlin. J. M. ?).J. Interferon Res. 9 329 — 

3 3 7 1 9 8 9 {cs«iD:?ffi^##tc I D 0 <o }• ^ h y 7 y ■^mm^^mmt ?> C t 
A^Tt. com^^^m^^r I D o<omm (S14) ^«iw-rsti»^x^'j-:i>^'*-r5 

245^yb-blr>x;l/^fc!3*i]2xiO^|fflBacD^^fflflS^Per i phera 1 b 
lood mononuclear cell *)MML. 10-14S^^LTv^ 40 
^y 7 -i^ tLrmm-^^^o blcm^mS. 20 ng / mi cDIFN-ylC 

4 a^mmuL. I D o^mmtr is < o ^m^m^^fc'i^. 2 5 11 m h v:/ hy 7 y 

^l /tCi /ml (tbStt 20 Ci/mmol) [5-^H]h'J:/b7r 
^^r-g-tyHBSS (Hank's balanced salt solution) 0 
. 4 ml^.Si^!^K#ST*5<i:t>'l^#aTfCT^Ap-r;5o4NfPJ-r> + ri'^-hLfc 

f^<Dig«±?» (- 2 0 rtc T«#pitl) ico(,>T, h V h y 7 y<D^m<oms.^m^^ 
- y :t i )V ^ ]y - y h < ii ^ ^ u - y ^ L . ^iS»©Sf«gft 
?lt,aiggtcj;?.h'J^h7r>©^l»«^&lD0g1ti:LT*fcb-r§c, 50 
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•r So 

[0318] 

mmm i 7 1 l - s ©isti (sit) aiM^j©;^^^ -^^^^^ 

■t^Ctti^X'^?>o THP-liifflflS5rl 0%FCSX«FBS^-&C? RPMI-1 64 

omi&Kzmi^L. ^(»n^mmmmi& 5 x i o ^ c e i i / 4 o o /t 1 ^gro. 1 
t^Mmr jiy ^ y^-^ts R p M I - I 6 4 0 mi&icmmt ?>o c (ommmic 10 

^^I]IL-8 (SiHiig 0.06 mM ifcg142200ci/mmol)i: 
. »^i|%K©PBS*5V^(iDMS0J§® 4/tl (gi||?Ig \ 0 0 n M) t ^U-tt 
So 7K4'2BfP^SlS;S-&ji'L^m. ImlOPBS T'SHl^itfSo «i||6*ItcPBS 

imiicsfflL. mmomwimis^^mmt THP-iaeBStc^-rs [' ' ^ n i . 

L - 8 (D^^F^mm^-^m (THP-l*fflBS(DI L-8§§«ci;CniCig^L/c [' ' ^ I] 
IL-8) {i±fBS{t(D*SI^1^K©^^f)tC Img/ml IL-8 2/ii ^TH' 

p-1 ifflsa!i3i?stciipx.A)^*So THP-1 mmicnt ^ [' n iL-soit 

itsfi^ig^a^M b?iv^T*J6§o -r^fe^^ :^^^tT*8fi^tiKo i 0 0 /i M mmx 
CD T H p - 1 m^t \ L - B (Df^nmm-^^tnt ^mm^ (%) ^5tti6So 20 

^mmm-tm) '\ ^ (i^m^a-i^itawie^fi) xioo 

PIS^AMO%. {(f^L<(i3 0%. #tc§ftL<(±5 0 

«-r 5o 

[0319] 

Stacker, S.A. 5.^J. Immunol., 146, 648-65 

5 (i99i)(iD:??a*##tcCDiic cDrt^aesssastt^iis-r s c 

T' t 5 0 

1. T'U-htcCDl Ic^rn-hLfc^-^, jftrf-T 5. 

2. ?^^^!t%K#ffiTfc-a;t>*##ftTtTrtS^?lSSSajg;g:^tot. SJS?-&5, 3. INS 

^ fT ^ o 

[ 0 3 2 0 ] 

HUVECCrt^JfflSS-human umbilical vein endothel 
ial cells)(i7-i'7a^vi'f->3-t>x^->'v'atCT. 20%FBS.5 m 
M L — glutamine, 50 \i % / m \ gentamicim, 100 40 
fi % / m \ endothelial cell growth supplement 
i f% ^ t :^ f -( ti )\y 7- i> / u i/ ~ f±) , 100 /ig/ml heparin ^^tS 
Ml 99ig«fitCTlg«-r5o ilffltutCS U/mi cOlihr 1 L-1 /3 
T:/M>fi.tt)fcb<{i. 5 ng/ml LPS (->i^-7l!±)%ini. 18-24Nf 
P^*iJg![LTfe<oIsliR^. 7>;'-lr-^'/^>y7r-(PBS/5% FBS/2mM MgC 
l2)T'2ll]!5fe?tL. 100 ^CiONaz^'CrO^ (New England 
Nuc 1 ea r) t t Z TCX' \ nm y ^ :i ^- Y L X mUl^ . 7-yb-l'/^>v7 
r-lCT3lHljft^LfcSfflffiig:7-y-b-1'tcfflV^i.o -15 5 Q /ig/ml<OCD 1 1 c/ 
PBS?§!$*^JirfflflSffl96'i'X;b£OyU-h (SUM I LON) (C. 50 1/we 1 
1 X^'&LX. 3 7X;T'2^MSfS5-&. P B ST"i?x;l/«:}Jfejt-r*o «S^?^5«#STi3 50 
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J; O'^^^fiTlCT H U V E C 5 X 1 0 " fflBS^§'i7x;l/lC^iaL. 5 g X 3 m 
/"^y 7 7 -icr 3 mr9tW>Lfzmi. 100 nl 00. 1 M NaOH/O. 1% 

Tx-loo ^cT*g^L/cifflfs^?§git. Y mm^m^t ?>'o y mm 'y s-ji^^fc K> 
ffl ^ ^ ^f 5 o 

[ 0 3 2 1 ] 

#F?f 2 0 0 2-4 5 0 8 6 tCi2eo:&a^##tCT L R 2 (D^^ ^ a y 7 - fS^itVf m ^ 

^^^^^ Airttas* u d^^:/^- K J B T 3 0 0 2 ©pii^cia LTtt D o n g . z. j 

Leukoc. Biol., 63, 766-774 (1998) KiiM 
tn. Sfc. -a-^V-f n >^^XTfi*"J d-x-^T"^ KM A L P - 2 (DpKtCgaLTaM u h 
Iradt, P. F.6^J. Exp. Med., 185, 1951-19 20 
58 (1 997) tCfe«?nTV^5o V>^7X«3Dll)Svi^n7r-$^ (5x1 0^ ce 
1 1 s) Sl^tlK»ftTfc<tt>*l^#ftTtCT5 /ig/mlOJ BT3002X«M 

ALP - 2 th^^Lj^icz 4mmmmLmm-r^o mm'ik. mm±m^(DT n f - a (t 

N ¥ a) RUN 0 2 ~ (N 0) (DM^m^'m^t TNFa(Di8S^ELSIAtC<fct) 
^ N02-{iN02/N03 7'yfe'r^>yh ( H C ^ ^ if ^m«:SS! ) b> G r e i 

s s S J: D SO S -r § o 

m(D X ^ V - - y ■y' It . ^^^mn^mtaLfSii^mmicitLrmm^n^mtuLrcm 

liS<DTNFafeL<{±N02 "AM 0%. »$b<lS30%. #tC»tL<ti50% t< 

-^^t Lrmnt ?>o 30 

[ 0 3 2 2 ] 

[^w<D%m] 

*^0^icj;^T. iBD#.# (mm\ti^mi}iRxfi7 a-ym) <Dmmm^mmic^\,>r . 
^?^iE^mmtit^Lrwm^ic^mm±Lr\^^?,m&^ (p c y r i i i aae?. 

Fc yR I I I bae?. Mi gafi?. NRG-2ae?, ^4^y4^-^--t: 3iie 
HM74ae?, REG I I I MB.^^. LPAPSe^, Mi p-1 pMB.^. L 

-•fe^^^^ae?. EGFLsae?. looae?. iL-sae?. coiica 
e?feit>'TLR2ae?) a^0^?.*^ic^-p/cc, ^^A^sae^tiiBDoae^^STC^ 
i/^sns v-*-ae? t^^^v-) tLx^mxh^o Jb^*^;s v-;!7-a 

fc J; n ff I B D T' § if *^ ^ ?g 8) tc f 5 C T' t ( ^ Br » 3 [pj ± ) > CM 40 

t Lxmmt ^ c tff'x^ ?>o 

[ 0 3 2 3 ] 

I B D(DihmmtLx^mt^z.^tx^c Upx. ctip>mBi^(omm(omm^rcii 
«'«iii:-r5ci:tc<feoT. iBD(Oji&Sf^i:%t) ft 5 <^ M ^ 0 --y '^Lmm-r 

[ 0 3 2 4 ] 

[E?>ja] 50 
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SEQDEKCB LISTING 
(110) StinitoDo Pharmacenticals Co., Ltd. 
(120) A Darker of inflainatory bowel disease and its use 
(130) 132990 
(160) 30 

(170) Patent In Ter. 2.1 

(210) 1 

(211) 887 

(212) MA 

(213) HoiDo sapiens 
(400) 1 

tctttggtga cttgtccact ccagtgtggc atcatgtggc agctgctcct cccaactgct 60 
ctgctacttc tagtttcagc tggcatgcgg actgaagatc tcccaaaggc tgtggtgttc 120 
ctggagcctc aatggtacag cgtgcttgag aaggacagtg tgactctgaa gtgccaggga 180 
gcctactccc ctgaggaifaa ttccacacag tggtttcaca atgagagcct catctcaagc 240 
caggcctcga gctacttcat tgacgctgcc acagtcaacg acagtggaga gtacaggtgc 300 
cagacaaacc tctccaccct cagtgacccg gtgcagctag aagtccatat cggctggctg 360 
ttgctccagg cccctcggtg ggtgttcaag gaggaagacc ctattcacct gaggtgtcac 420 
agctggaaga acactgctct gcataaggtc acatatttac agaatggcaa agacaggaag 480 
tattttcatc ataattctga cttccacatt ccaaaagcca cactcaaaga tagcggctcc 540 
tacttctgca gggggcttgt tgggagtaaa aatgtgtctt cagagactgt gaacatcacc 600 
atcactcaag gtttggcagt gtcaaccatc tcatcaftct ctccacctgg gtaccaagtc 660 
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tctttctgct tggtgatggt actccttttt gcagtggaca caggactata tttctctgtg 720 
aagacaaaca tttgaagctc aacaagagac tggaaggacc ataaacttaa atggagaaag 780 
gaccctcaag acaaatgacc cccatcccat gggagtaata agagcagtgg cagcagcatc 840 
tctgaacatt tctctggatt tgcaacccca tcatcctcag gcctcic 887 



<210> 2 

(211) 2545 

(212) WA 

(213) Hobo mim 

(400) 2 

atccaataca ggagtgactt ggaactccat 
ttcctcttgg gcatcatctt gctggttctg 
aagggtcgct gttcctgcat cagcaccaac 
gaccttaaac aatttgcccc aagcccttcc 
aagaatggag ttcaaacatg tctaaaccca 
aagtgggaga aacaggtcag ccaaaagaaa 
aagaaagttc tgaaagttcg aaaatctcaa 
accacttcac caataagtat tctgtgttaa 
t tccaaagga ggatggcata taatacaaag 
attactctga aattgtaact aaagttagaa 
ttgttaaagg ctatgattgt ctttgttctt 
ttaaggccat gattttagca atacccatgt 
ctcacaacag ctgcctggaa gagcagccct 
tatctgaggc acatgtcagc aagtcctaag 
tgaaattgag ctggacctca ccaagctgct 
ctacaggcct cacacacaat gtgtctgaga 
actggagatc accagtgtgt ggctttcaga 



tctatcacta tgaagaaaag tggtgttctt 60 
attggagtgc aaggaacccc agtagtgaga 120 
caagggacta tccacctaca atccttgaaa 180 
tgcgagaaaa ttgaaatcat tgctacactg 240 
gattcagcag atgtgaagga actgattaaa 300 
aagcaaaaga atgggaaaaa acatcaaaaa 360 
cgttctcgtc aaaagaagac tacataagag 420 
aaatgttcta ttttaattat accgctatca 480 
gcttattaat ttgactagaa aatttaaaac 540 
agttgatttt aagaatccaa acgttaagaa 600 
ctaccaccca ccagttgaat ttcatcatgc 660 
ctacacagat gttcacccaa ccacatccca 720 
aggcttccac gtactgcagc ctccagagag 780 
cctgttagca tgctggtgag ccaagcagtt 840 
gtggccatca acctctgtat ttgaatcagc 900 
gattcatgct gattgttatt gggtatcacc 960 
gcctcctttc tggctttgga agccatgtga 1020 
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ttccatcttg cccgctcagg ctgaccactt tatttctttt tgttcccctt tgcttcattc 1080 
aagtcagctc ttctccatcc taccacaatg cagtgccttt cttctctcca gtgcacctgt 1140 
catatgctct gatttatctg agtcaactcc tttctcatct tgtccccaac accccacaga 1200 
agtgctttct tctcccaatt catcctcact cagtccagct tagttcaagt cctgcctctt 1260 
aaataaacct ttttggacac acaaattatc ttaaaactcc tgtttcactt ggttcagtac 1320 
cacatgggtg aacactcaat ggttaactaa ttcttgggtg tttatcctat ctctccaacc 1380 
agattgtcag ctccttgagg gcaagagcca cagtatattt ccctgtttct tccacagtgc 1440 
ctaataatac tgtggaacta ggttttaata attttttaat tgatgttgtt atgggcagga 1500 
tggcaaccag accattgtct cagagcaggt gctggctctt tcctggclac tccatgttgg 1560 
ctagcctctg gtaacctctt acttattatc ttcaggacac tcactacagg gaccagggat 1620 
gatgcaacat ccttgtcttt ttatgacagg atgtttgctc agcttctcca acaataagaa 1680 
gcacgtggta aaacacttgc ggatattctg gactgttttt aaaaaatata cagtttaccg 1740 
aaaatcatat aatcttacaa tgaaaaggac tttatagatc agccagtgac caaccttttc 1800 
ccaaccatac aaaaattcct tttcccgaag gaaaagggct ttctcaataa gcctcagctt 1860 
tctaagatct aacaagatag ccaccgagat ccttatcgaa actcatttta ggcaaatatg 1920 
agttttattg tccgtttact tgtttcagag tttgtattgt gattatcaat taccacacca 1980 
tctcccatga agaaagggaa cggtgaagta ctaagcgcta gaggaagcag ccaagtcggt 2040 
tagtggaagc atgattggtg cccagttagc ctctgcagga tgtggaaacc tccttccagg 2100 
ggaggttcag tgaattgtgt aggagaggtt gtctgtggcc agaatttaaa cctatactca 2160 
ctttcccaaa ttgaatcact gctcacactg ctgatgattt agagtgctgt ccggtggaga 2220 
tcccacccga acgtcttatc taatcatgaa aclccctagt tccttcatgt aacttccctg 2280 
aaaaatctaa gtgtttcata aatttgagag tctgtgaccc acttaccttg catctcacag 2340 
gtagacagta tataactaac aaccaaagac tacatattgt cactgacaca cacgttataa 2400 
tcatttatca tatatataca tacatgcata cactctcaaa gcaaataatt tttcacttca 2460 
aaacagtatt gacttgtata ccttgtaatt tgaaatattt tctttgttaa aatagaatgg 2520 
tatcaataaa tagaccatta atcag 2545 



(210) 3 
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<211> 3020 

(212) LNA 

(213) Hobo sapiens 
(400) 3 

cctccaggtc ctggcgcaca gggtgggagc gctgcgctgc gccgcgctgc gcatcgcggc 60 
ccgcttgccg cctgccccct gccctagctg ggccacctcc ccgggctgcc ggtggagggc 120 
taagaggcgc taacgttacg ctgtttccgg ttttccagcg ggctctgttt cccctcccaa 180 
BBCggcggcg gctgagcggc ggagcccccc aaatggcctg gccagatgcg gcaggtttgc 240 
tgctcagcgc tgccgccgcc gccactggag aagggtcggt gcagcagcta cagcgacagc 300 
agcagcagca gcagcgagag gagcagcagc agcagcagca gcagcagcga gagcggcagc 360 
agcagcagga gcagcagcaa caacagcagc atctctcgtc ccgctgcgcc cccagagccg 420 
cggccgcagc aacagccgca gccccgcagc cccgcagccc ggagagccgc cgcccgttcg 480 
cgagccgcag ccgccggcgg catgaggcgc gacccggccc ccggcttctc catgctgctc 540 
ttcggtgtgt cgctcgcctg ctactcgccc agcctcaagt cagtgcagga ccaggcgtac 600 
aaggcacccg tggtggtgga gggcaaggta caggggctgg tcccagccgg cggctccagc 660 
tccaacagca cccgagagcc gcccgcctcg ggtcgggtgg cgttggtaaa ggtgctggac 720 
aagtggccgc tccggagcgg ggggctgcag cgcgagcagg tgatcagcgt gggctcctgt 780 
gtgccgctcg aaaggaacca gcgctacatc tttttcctgg agcccacgga acagccctta 840 
gtctttaaga cggcctttgc ccccctcgat accaacggca aaaatctcaa gaaagaggtg 900 
ggcaagatcc tgtgcactga ctgcgccacc cggcccaagt tgaagaagat gaagagccag 960 
acgggacagg tgggtgagaa gcaatcgctg aagtgtgagg cagcagccgg taatccccag 1020 
ccttcctacc gttggttcaa ggatggcaag gagctcaacc gcagccgaga cattcgcatc 1080 
aaatatggca acggcagaaa gaactcacga ctacagttca acaaggtgaa ggtggaggac 1140 
gctggggagt atgtctgcga ggccgagaac atccfgggga aggacaccgt ccggggccgg 1200 
ctttacgtca acagcgtgag caccaccctg tcatcctggt cggggcacgc ccggaagtgc 1260 
aacgagacag ccaagtccta ttgcgtcaat ggaggcgtct gctactacat cgagggcatc 1320 
aaccagctct cctgcaaatg tccaaatgga ttcttcggac agagatgttt ggagaaactg 1380 
cctttgcgat tgtacatgcc agatcctaag caaaaagccg aggagctgta ccagaagagg 1440 
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(210) 4 

(211) 3062 
<212> MA 

(213) Hobo sapless 

(400) 4 

gacaagagct cagacctgag gagagtgact agcttctctg tgtcccaggt ggccaccttc 60 
cactgtggaa gctcatggac tccattgggt cttcagggtt gcggcagggg gaagaaaccc 120 
tgagttgctc tgaggagggc ttgcccgggc cctcagacag ctcagagctg gtgcaggagt 180 
gcctgcagca gttcaaggtg acaagggcac agctacagca gatccaagcc agcctcttgg 240 
gttccatgga gcaggcgctg aggggacagg ccagccctgc ccctgcggtc cggatgctgc 300 
ctacatacgt ggggtccacc ccacatggca ctgagcaagg agacttcgtg gtgctggagc 360 
tgggggccac aggggcctca ctgcgtgttt tgtgggtgac tctaactggc attgaggggc 420 
atagggtgga gcccagaagc caggagtttg tgatccccca agaggtgatg ctgggtgclg 480 
gccagcagct ctttgacttt gctgcccact gcctgtctga gttcctggat gcgcagcclg 540 
tgaacaaaca gggtctgcag cttggcttca gcttctcttt cccttgtcac cagacgggct 600 
tggacaggag caccctcatt tcctggacca aaggttttag gtgcagtggt gtggaaggcc 660 
aggatgtggt ccagctgctg agagatgcca ttcggaggca gggggcctac aacatcgacg 720 
tggttgctgt ggtgaacgac acagtgggca ccatgatggg ctgtgagccg ggggtcaggc 780 
cgtgtgaggt tgggctagtt gtagacacgg gcaccaacgc gtgttacatg gaggaggcac 840 
ggcatgtggc agtgctggac gaagaccggg gccgcgtctg cgtcagcgtc gagtggggct 900 
ccttaagcga tgatggggcg ctgggaccag tgctgaccac cttcgaccat accctggacc 960 
atgagtccct gaatcctggt gctcagaggt ttgagaagat gatcggaggc ctgtacctgg 1020 
gtgagctggt gcggctggtg ctggctcact tggcccggtg tggggtcctc tttggtggct 1080 
gcacctcccc tgccctgctg agccaaggca gcatcctcct ggaacacgtg gctgagatgg 1140 
aggacccctc tactggggca gcccgtgtcc atgctatcct gcaggacttg ggcctgagcc 1200 
ctggggcttc ggatgttgag cttgtgcagc acgtctgtgc ggccglgtgc acgcgggctg 1260 
cccagctctg tgctgccgcc ctggccgctg ttctctcctg cctccagcac agccgggagc 1320 
aacaaacact ccaggttgct gtggccaccg gaggccgagt gtgtgagcgg caccccaggt 1380 
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tctgcagcgt cctgcagggg acagtgatgc 
tcccctctgt ggatggtggt ggccggggag 
tggctgccca ccggcgcctg ctggaggaga 
aactggctgc ggttcaggca cagatgcgga 
cctcctccct tcgcatgctg cccactttcg 
gggatttcct ggccctggac ctcgggggca 
ccacaggcgt gcagatcacc agcgagatct 
ctgggcagca gctctttgac cacatcgtgg 
gcctgagcgg gcagagcctc ccactgggtt 
gcctagacca gggcatcctc ctgaactgga 
gccaagatgt cgtgagtctg ttgcgggaag 
atgtggttgc cattgtcaat gacacggtgg 
cccgttgcga gataggcctc attgtcggaa 
tccggaatgt ggcgggcgtg cctggggact 
gcgcctttgg ggacgatggc tctctggcca 
accaggcgtc catcaacccc ggcaagcaga 
tgggggagat cgtccgccac atccttttac 
gccagcagat ccagcgcctt cagaccaggg 
tcgaaagtga cagcctggcc ctgcggcagg 
ccctgacctc agatgacgcc ctgatggtgc 
ctgcccagct ctgtggggcg ggtgtagctg 
gcctggaaga gctggcagtg tctgtggggg 
gcttctccag cctggtggcg gccacagtgc 
tcctgcagtc agaggatggg tccggcaaag 
gccttgcgca gttgactcgt gtctgaggaa 
ccttgctgga gccgggtcgg ggtctgcctg 
cctgggacat cccatgtgtg acccctctgc 
tgagagaagt agcactcagg ttagcaatat 
aa 



tcctggcccc ggaatgcgat gtctccttaa 1440 
tggcgatggt gactgctgtg gctgcccgtc 1500 
ccctggcccc attccggttg aaccatgatc 1560 
aggccatggc caaggggctc cgaggggagg 1620 
tccgggccac ccctgacggc agcgagcgag 1680 
cgaacttccg tgtcctcctg gtacgtgtga 1740 
actccattcc cgagactgtg gcccagggtt 1800 
actgcatcgt ggacttccag cagaagcagg 1860 
ttaccttctc cttcccatgt a^cagcttg 1920 
ccaagggttt caaggcatca gactgcgagg 1980 
ccatcactcg cagacaggca gtggagctga 2040 
ggaccatgat gtcctgtggc tatgaggacc 2100 
ccggcaccaa tgcctgctac atggaggagc 2160 
caggccgcat gtgcatcaac atggagtggg 2220 
tgctcagcac ccgctttgat gcaagtgtgg 2280 
ggtttgaaaa gatgatcagc ggcatgtacc 2340 
atttaaccag ccttggcgtt ctcttccggg 2400 
acatcttcaa gaccaagttc ctctctgaga 2460 
tccgagccat cct%aggat ctggggctac 2520 
tagaggtgtg ccaggctgtg tcccagaggg 2580 
ccgtggtgga gaagatccgg gggaaccggg 2640 
tggatggaac gctctacaag ctgcacccgc 2700 
gggagctggc ccctcgctgt gtggtcacgt 2760 
gtgcggccct ggtcaccgct gttgcctgcc 2820 
acctccaggc tgaggaggtc tccgccgcag 2880 
tttcccagcc aggcccagcc acccaggact 2940 
ggccatttgg ccttgctccc tggctttccc 3000 
atatatataa tttatttaca aaaaaaaaaa 3060 

3062 
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<210> 5 

(211) 2051 

(212) UNA 

(213) HoBD siotiens 
(400) S 

cgccactttg ctggagcatt cactaggcga ggcgctccat cggactcact agccgcactc 60 
atgaatcggc accatctgca ggatcacttt ctggaaatag acaagaagaa ctgctgtgtg 120 
ttccgagatg acttcattgc caaggtgttg ccgccggtgt tggggctgga gtttatcttt 180 
gggettctgg gcaatggcct tgccctgtgg attttctgtt tccacctcaa gtcctggaaa 240 
tccagccgga ttttcctgtt caacctggca gtagctgact ttctactgat catctgcctg 300 
ccgttcgtga tggactacta tgtgcggcgt tcagactgga actttgggga catcccttgc 360 
cggctggtgc tcttcatgtt tgccatgaac cgccagggca gcatcatctt cctcacggtg 420 
gtggcggtag acaggtattt ccgggtggtc catccccacc acgccctgaa caagatctcc 480 
aattggacag cagccatcat ctcttgcctt ctgtggggca tcactgttgg cctaacagic 540 
cacctcctga agaagaagtt gctgatccag aatggccctg caaatgtgtg catcagcttc 600 
agcatctgcc ataccttccg gtggcacgaa gctalgttcc tcctggagtt cctcctgccc 660 
ctgggcatca tcctgttctg ctcagccaga attatctgga gcctgcggca gagacaaatg 720 
gaccggcatg ccaagatcaa gagagccatc accttcatca tggtggtggc catcgtcttt 780 
gtcatctgct tccttcccag cgtggttgtg cggatccgca tcttctggct cctgcacact 840 
tcgggcacgc agaattgtga agtgtaccgc tcggtggacc tggcgttctt tatcactctc 900 
agcttcacct acatgaacag catgctggac cccgtggtgt actacttctc cagcccatcc 960 
tttcccaact tcttctccac tttgatcaac cgctgcctcc agaggaagat gacaggtgag 1020 
ccagataata accgcagcac gagcgtcgag ctcacagggg accccaacaa aaccagaggc 1080 
gctccagagg cgttaatggc caactccggt gagccatgga gcccctctta tctgggccca 1140 
acctcaaata accattccaa gaagggacat tgtcaccaag aaccagcatc tctggagaaa 1200 
cagttgggct gttgcatcga gtaatgtcac tggactcggc ctaaggtttc ctggaacttc 1260 
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cagattcaga gaatctgatt tagggaaact gtggcagatg agtgggagac tggttgcaag 1320 
gtgtgaccac aggaatcctg gaggaacaga gagtaaagct tctaggcatc tgaaacttgc 1380 
ttcatctctg acgctcgcag gactgaagat gggcaaattg taggcgtttc tgctgagcag 1440 
agttggagcc agagatctac ttgtgacttg ttggccttct tcccacatct gcctcagact 1500 
ggggggggct cagctcctcg ggtgatatct agcctgcttg tgagctctag cagggataag 1560 
gagagctgag attggaggga attgtgttgc tcctggagga agcccaggca tcattaaaca 1620 
agccagtagg tcacctggct tccgtggacc aattcatctt tcagacaagc tttagagaaa 1680 
tggactcagg gaagagactc acatgctttg gttagtatct gtgtttccgg tgggtgtaat 1740 
aggggatlag ccccagaagg gactgagcta aacagtgtta ttatgggaaa ggaaatggca 1800 
ttgctgcttt caaccagcga ctaatgcaat ccattcctct cttgtttata gtaatctaag 1860 
ggttgagcag ttaaaacggc ttcaggatag aaagctgttt cccacctgtt tcgttttacc 1920 
attaaaaggg aaacgtgcct ctgccccacg ggtagagggg gtgcacgttc ctcctggttc 1980 
cttcgcttgt gtttctgtac ttaccaaaaa tctaccactt caataaattt tgataggaga 2040 
caaaaaaaaa a 2051 



(210) 6 

(211) 807 

(212) m 

(213) Hobo sapiens 



(400) 6 






aaaccatacc 


atatcccacc 


agagagtgac 


atgctgcctc 


ccatggccct 


gcccagtgta 


ctgtctcagg 


ttcaaggtga 


agaaccccag 


cccaaaggct 


ccaaggccta 


tggctcccac 


tggacagatg 


cagatctggc 


ctgccagaag 


agtggggctg 


agggatcctt 


cgtgtcctcc 


tacgtctgga 


ttgggctcca 


tgaccccaca 



tcctgattgc ctcctcaagt cgcagacact 60 
tcttggatgc tgctttcctg cctcatgctg 120 
agggaactgc cctctgcacg gatccgctgt 180 
tgctatgcct tgtttttgtc accaaaatcc 240 
cggccctctg gaaacctggt gtctgtgctc 300 
ctggtgaaga gcattggtaa cagctactca 360 
cagggcaccg agcccaatgg agaaggttgg 420 
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gagtggagta gcagtgatgt gatgaattac 
tcaagccccg gccactgtgc gagcctgtcg 
tataactgta atgtgaggtt accctatgtc 
gtcagcagcc tgtgtttggt gtgcaactca 
ccctggaaga gaatattcgc ttaattcccc 
ctgtttcttc ctccccgctg tcatttcagt 
taaagagcaa taaaattttt agtctgc 



tttgcatggg agagaaatcc ctccaccatc 480 
agaagcacag catttctgag gtggaaagat 540 
tgcaagttca ctgactagtg caggagggaa 600 
tcatgggcat gagaccagtg tgaggactca 660 
caacctgacc acctcattct tatctttctt 720 
ctcttcattt tgtcatacgg cctaaggctt 780 

807 



(210> 7 

(211) 916 

(212) m 

(213) Hobo sapiens 
(400) 7 

acttctcgct cgacacagcc agagctggag gtgggtgccc ggcacggagg ggcctgcgga 60 
ccaatggctc tgccctgcac cttagggctc gggatgctgc tggccctgcc aggggccttg 120 
ggctcgggtg gcagcgcgga ggacagcgtg ggctccagct ctgtcaccgt tgtcctgctg 180 
ctgctgctgc tcctactgct ggccactggc ctagcactgg cctggcgccg cctcagccgt 240 
gactcagggg gctactacca cccggcccgc ctaggtgccg cgctgtgggg ccgcacgcgg 300 
cgcctgctct gggccagccc cccaggtcgc tggctgcagg cccgagctga gctggggtcc 360 
acagacaatg accttgagcg acaggaggat gagcaggaca cagactatga ccacgtcgcg 420 
gatESgtggcc tgcaggctga ccctggggaa ggcgagcagc aatgtggaga ggcgtccagc 480 
ccagagcagg tccccgtgcg ggctgaggaa gccagagaca gtgacacgga gggcgacctg 540 
gtcctcggct ccccaggacc agcgagcgca gggggcagtg ctgaggccct gctgagtgac 600 
ctgcacgcct ttgctggcag cgcagcctgg gatgacagcg ccagggcagc tgggggccag 660 
ggcctccatg tcaccgcact gtagaggccg gtcttggtgt cccatccctg tcacagccgc 720 
tcactccccg tgcctctgct tcccaagatg ccatggctgg actggacccc cagcccacat 780 
gaccatgcct cagactgtca cccctaccag.ttcccaagtc catgtgtacc ccgctcacca 840 
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cgggaacggc cccccccaac cacaggcatc %gcaaccat ttgaaataaa actccttcag 900 
cctgtgaaaa aaaaaa 916 



(210) 8 

(211) 696 
<212) m 

(213) HoiDD sapiens 

(400) 8 

ttCCCCCCCC CCCCCGCCCC ccccgcccga 
tgagttctgc agcctcacct ctgagaaaac 
gtgactgtcc tgtctctcct catgctagta 
ccaatgggct cagaccctcc caccgcctgc 
cgcaactttg tggtagatta ctatgagacc 
ttccaaacca aaagaagcaa gcaagtctgt 
tacgtgtatg acctggaact gaactgagct 
cacctgagcc cggatgcttc tccatgagac 
gcagttcctg tcccttctct taatttaatc 
gtcatttcca ttatttatat tagtttagcc 
ctgtcactgt ttctctgctg ttgcaaatac 
ccataataaa actttaaaat aaaatgcaga 



gcacaggaca cagctgggtt ctgaagcttc 60 
ctcttttcca ccaataccat gaagctctgc 120 
gclgccttct gctctccagc gctctcagca 180 
tgcttttctt acaccgcgag gaagcttcct 240 
agcagcctct gctcccagcc agctgtggta 300 
gctgatccca gtgaatcctg ggtccaggag 360 
gctcagagac aggaagtctt cagggaaggt 420 
acatctcctc catactcagg actcctctcc 480 
ttttttatgt gccgtgttat tgtattaggt 540 
aaaggataag tgtcctatgg ggatggtcca 600 
atggataaca catttgattc tgtgtgtttt 660 
cagtta 696 



(210) 9 

(211) 2324 

(212) DKA 

(213) HoDo sapiens 
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(400) 9 

ctccctttgg gcaaggacct gagacccttg 
aagaactaga gaaggaccaa gcaaagccat 
gagggactta tggaacatct tcaagttgtg 
ggcacatcat ggaaccgact gctggactta 
aagggctaga agattctgcc gagacaatta 
ggaaattgag tatctggaga agactctgcc 
ccggaagata ggaggaatat ggacgtgggt 
agagaactgg ggagatggtg agcccaacaa 
ctatatcaag agaaacaaag atgcaggcaa 
ggcagccctc tgttacacag cttcttgcca 
tgtagaaatc atcaataatt acacctgcaa 
tcagtttgtg attcagtgtg agcctttgga 
tcaccctttg ggaaacttca gcttcagctc 
aaacttaact gggattgaag aaaccacctg 
accaaccfgt caagtgattc agtgtgagcc 
ctgtagccat cccctggcca gcttcagctt 
aggaactgag ttaattggga agaagaaaac 
tcctagtcca atatgtcaaa aattggacaa 
taaccccctc ttcattccag tggcagtcat 
catttggctg gcaaggagat taaaaaaagg 
atattaaatc gcccttggtg aaagaaaatt 
aaatccttcc atgaaacgtt ttgtgtggtg 
tccttcagtg Gatctgggaa gatttctacc 
cccctcattt atccctcaac ccccagccca 
tttctgagga gaaacaaata agaccataaa 
gctgactttg ctctttcttg actcttgttt 
cagacacttc taaatgaagt gcaaatttga 
gcagatcaaa tttcacgtcg tcttctgtat 



tgctaagtca agaggctcaa tgggctgcag 60 
gatatttcca tggaaatgtc agagcaccca 120 
gBggtggaca atgctctgtt gtgatttcct 180 
ccattattct gaaaaaccca tgaactggca 240 
cacagattta gttgccatac aaaacaaggc 300 
ttlcagtcgt tcttactact ggataggaat 360 
gggaaccaac aaatclctta ctgaagaagc 420 
caagaagaac aaggaggact gcgtggagat 480 
atggaacgat gacgcctgcc acaaactaaa 540 
gccctggtca tgcagtggcc atggagaatg 600 
ctgtgatgtg gggtactatg ggccccagtg 660 
ggccccagag ctgggtacca tggactgtac 720 
acagtgtgcc ttcagctgct ctgaaggaac 780 
tggaccattt ggaaactggt catctccaga 840 
tctatcagca ccagatttgg ggatcatgaa 900 
tacctctgca tgtaccttca tctgctcaga 960 
catttgtgaa tcatctggaa tctggtcaaa 1020 
aagtttctca atgattaagg agggtgatta 1080 
ggttactgca ttctctgggt tggcatttat 1140 
caagaaatcc aagagaagta tgaatgaccc 1200 
cttggaatac taaaaatcat gagatccttt 1260 
gcacctccta cgtcaaacat gaagtgtgtt 1320 
tgaccaacag ttccttcagc ttccatttcg 1380 
caggtgttta tacagctcag ctttttgtct 1440 
gggaaaggat tcatgtggaa tataaagatg 1500 
tcagtttcaa ttcagtgctg tacttgatga 1560 
tacatatgtg aatatggact cagttttctt 1620 
actgtggagg tacactctta tagaaagttc 1680 
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aaaaagtcta cgctctcctt tctttctaac tccagtgaag taatggggtc ctgctcaagt 1740 
tgaaagagtc ctatttgcac tgtagcctcg ccgtctgtga attggaccat cctatttaac 1800 
tggcttcagc ctccccacct tcttcagcca cctctctttt tcagttggct gacttccaca 1860 
cctagcatct catgagtgcc aagcaaaagg agagaagaga gaaatagcct gcgctgtttt 1920 
ttagtttggg ggttttgctg tttcctttta tgagacccat tcctatttct tatagtcaat 1980 
gtttctttta tcacgatatt attagtaaga aaacatcact gaaatgctag ctgcaagtga 2040 
catctctttg atgtcatatg gaagagttaa aacaggtgga gaaattcctt gattcacaat 2100 
gaaatgctct cctttcccct gcccccagac cttttatcca cttacctaga ttctacatat 2160 
tctttaaatt tcatctcagg cctccctcaa ccccaccact tcttttataa ctagtccttt 2220 
actaatccaa cccatgatga gctcctcttc ctggcttctt actgaaaggt taccctgtaa 2280 
catgcaattt tgcatttgaa taaagcctgc tttttaagtg ttaa 2324 



(210 10 
<211> 2398 

(212) m 

(213) Hobo sapiens 
(400) 10 

ccgcagagga gcctcggcca ggctagccag ggcgccccca gcccctcccc aggccgcgag 60 
cgcccctgcc gcggtgcctg gcctcccctc ccagactgca gggac%cac ccggtaactg 120 
cgagtggagc ggaggacccg agcggctgag gagagaggag gcggcggctt agctgctacg 180 
gggtccggcc ggcgccctcc cgag^gegc tcaggaggag gaaggaggac ccgtgcgaga 240 
atgcctctgc cctggagcct tgcgctcccg ctgctgctct cctgggtggc aggtggtttc 300 
gggaacgcgg ccagtgcaag gcatcac^ ttgttagcat cggcacgtca gcctggggtc 360 
tgtcactatg gaactaaact ggcctgctgc tacggctgga gaagaaacag caagggagtc 420 
tgtgaagcta catgcgaacc tggatgtaag tttggtgagt gcgtgggacc aaacaaatgc 480 
agatgctttc caggatacac cgggaaaacc tgcagtcaag atgtgaatga gtgtggaatg 540 
aaaccccggc catgccaaca cagatgtgtg aatacacacg gaagctacaa gtgcttttgc 600 
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ctcagtggcc acatgctcat gccagatgct acgtgtgtga actctaggac atgtgccatg 660 
ataaactgtc agtacagctg tgaagacaca gaagaagggc cacagtgcct gtgtccatcc 720 
tcaggactcc gcctggcccc aaatggaaga gactgtctag atattgatga atgtgcctct 780 
ggtaaagtca tctgtcccta caatcgaaga tgtgtgaaca catttggaag ctactactgc 840 
aaatgtcaca ttggtttcga actgcaatat atcagtggac gatatgactg tatagatala 900 
aatgaatgta ctatggatag ccatacgtgc agccaccatg ccaattgctt caatacccaa 960 
gggtccttca agtgtaaatg caagcaggga tataaaggca atggacttcg gtgttctgct 1020 
atccctgaaa attctgtgaa ggaagtcctc agagcacctg gtaccatcaa agacagaatc 1080 
aagaagttgc ttgctcacaa aaacagcatg aaaaagaagg caaaaattaa aaatgttacc 1140 
ccagaaccGa ccaggactcc tacccctaag gtgaacttgc agcccttcaa ctatgaagag 1200 
atagtttcca gaggcgggaa ctctcatgga ggtaaaaaag ggaatgaaga gaaaatgaaa 1260 
gaggggcttg aggatgagaa aagagaagag aaagccctga agaatgacat agaggagcga 1320 
agcctgcgag gagatgtgtt tttccctaag gtgaatgaag caggtgaatt cggcctgatt 1380 
ctggtccaaa ggaaagcgct aacttccaaa ctggaacata aagatttaaa tatctcggtt 1440 
gactgcagct tcaatcatgg gatctgtgac tggaaacagg atagagaaga tgaltttgac 1500 
tggaatcctg ctgatcgaga taatgctatt ggcttctata tggcagttcc ggccttggca 1560 
ggtcacaaga aagacattgg ccgattgaaa ctlctcctac ctgacctgca accccaaagc 1620 
aacttctgtt tgctctttga ttaccggctg gccggagaca aagtcgggaa acttcgagtg 1680 
tttgtgaaaa acagtaacaa tgccctggca tgggagaaga ccacgagtga ggatgaaa% 1740 
tggaagacag ggaaaattca gttgtafcaa ggaactgatg ctaccaaaag catcattttt 1800 
gaagcagaac gtggcaaggg caaaaccggc gaaatcgcag tggatggcgt cttgcttgtt 1860 
tcaggcttat gtccagatag ccttttatct gtggatgact gaatgttact atctttatat 1920 
ttgactttgt atgtcagttc cctggttttt ttgatattgc atcataggac ctctggcatt 1980 
ttagaattac tagctgaaaa attgtaatgt accaacagaa atattattgt aagatgcctt 2040 
tcttgtataa gatatgccaa tatttgcttt aaatatcata tcactgtatc ttctcagtca 2100 
tttctgaatc tttccacatt atattataaa atatggaaat gtcagtttat ctcccctcct 2160 
cagtatatct gatttgtata agtaagttga tgagcttctc tctacaacat ttctagaaaa 2220 
tagaaaaaaa agcacagaga aatgtttaac tgtttgactc ttatgatact tcttggaaac 2280 
tatgacatca aagatagact tttgcctaag tggcUagct gggtctttca tagccaaact 2340 
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tgtatattta aattctttgt aataataata tccaaatcat caaaaaaaaa aaaaaaaa 2398 



(210) U 
<211> 1475 
<212) MA 

<213) Ifono sapiens 



<400> U 

cccagaggag cagactacaa gaatggcaca 
agagtaccat attgatgaag aagtgggctt 
tgatttttat aatgactgga tgttcattgc 
ccagcttcga gaaagagttg agaagttaaa 
caagtcacag cgccttgcac gtctagttct 
caaaggtcat ggagatgtcc gtaaggtctt 
actctccaag aaactggaac tgcctcctat 
ctggaagaaa aaggatccta ataagcccct 
atttcgtgat ggagactgca gtaaaggatt 
agctgcttct gcaatcaaag taattcctac 
ggacactttg ctaaaggcgc tgttggaaat 
gtttcaccaa atccacgatc atgtgaaccc 
tttgtctggc tggaaaggca acccccagct 
ggaagaccca aaggagtttg cagggggcag 
tgacgtcctg ctgggcatcc agcagactgc 
ggacatgaga agatatatgc caccagctca 
tccctcagtc cgtgagtttg tcctttcaaa 
cgcctgtgtg aaagctctgg tctccctgag 
catcctgatt cctgcaagcc agcagccaaa 
actggaagcc aaaggaactg gaggcactga 





oaCICCIgga 


caaicagiaa 


DU 


LgCiCigCCa 


oalCCdCa^ 
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660 
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ttcgcatata 
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atcagacggt 


ctggtgtatg 


aagggttctg 


780 


tgcaggccaa 


agcagcgtct 


ttcagtgctt 


840 


tggtggagga 


catgctgctc 


agttcctcca 


900 


caggaacttc 


ctgtgctcat 


tagagtcaaa 


960 


aggtgatgct 


ggcctgcggg 


aagcttatga 


1020 


gagctaccat 


ctgcaaatcg 


tgactaagta 


1080 


ggagaataag 


acctctgaag 


acccttcaaa 


1140 


tttaatgaat 


ttcctgaaga 


ctgtaagaag 


1200 
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tacaactgag aaatcccttt tgaaggaagg ttaatgtaac ccaacaagag cacattttat 1260 
catagcagag acatctgtat gcattcctgt cattacccat tgtaacagag ccacaaacta 1320 
atactatgca atgttttacc aataatgcaa tacaaaagac ctcaaaatac ctgtgcattt 1380 
cttgtaggaa aacaacaaaa ggtaattatg tgtaattata ctagaagttt tgtaatctgt 1440 
atcttatcat tggaataaaa tgacattcaa taaat 1475 



(210) 12 

(211) 1639 

(212) MA 

(213) Hobo sapiens 

(400) 12 

agcagagcac acaagcttct aggacaagag ccaggaagaa accaccggaa ggaaccatct 60 
cactgtgtgt aaacatgact tccaagctgg ccgtggctct cttggcagcc ttcctgattt 120 
ctgcagctct gtgtgaaggt gcagttttgc caaggagtgc taaagaactt agatgtcagt 180 
gcataaagac atactccaaa cctttccacc ccaaatttat caaagaactg agagtgattg 240 
agagtggacc acactgcgcc aacacagaaa ttattgtaaa gctttctgat ggaagagagc 300 
tctgtctgga ccccaaggaa aactgggtgc agagggttgt ggagaagttt ttgaagaggg 360 
ctgagaattc ataaaaaaat tcattctctg tggtatccaa gaatcagtga agatgccagt 420 
gaaacttcaa gcaaatctac ttcaacactt catgtattgt gtgggtctgt tgtagggttg 480 
ccagatgcaa tacaagattc ctggt taaat ttgaatttca gtaaacaatg aatagttttt 540 
cattgtacca tgaaatatcc agaacatact tatatgtaaa gtattattta tttgaatcta 600 
caaaaaacaa caaataattt ttaaatataa ggattttcct agatattgca cgggagaata 660 
tacaaatagc aaaattgagc caagggccaa gagaatatcc gaactttaat ttcaggaatt 720 
gaatgggttt gctagaatgt gatatttgaa gcatcacata aaaatgatgg gacaataaat 780 
tttgccataa agtcaaattt agctggaaat cctggatttt tttctgttaa atctggcaac 840 
cctagtctgc tagccaggat ccacaagtcc ttgttccact gtgccttggt ttctccttta 900 
Ittctaagtg gaaaaagtat tagccaccat cttacctcac agtgatgttg tgaggacatg 960 
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tggaagcact ttaagttttt tcatcataac 
ctatttatta tttatgtatt tatttaagca 
agaagatgaa tcattgattg aatagttata 
gatattaaat gatgttttat tagataaatt 
acaattgggt acccagttaa attttcattt 
agtacattat tgtttatctg aaagttttaa 
agtcttgtca ttgccagctg tgttggtagt 
aactattaaa acagccaaaa ctccacagtc 
tgtttattat gtacaaatag attcttataa 
aaggctttat atttttaact ttaagatgtt 
ttctgattgt atggaaatat aaaagtaaat 
aagtaaaaaa g fl ^ta g^iggfl 



ataaattatt ttcaagtgta acttattaac 1020 
tcaaatattt gtgcaagaat ttggaaaaat 1080 
aagatgttat agtaaattta ttttatttta 1140 
tcaatcaggg tttttagatt aaacaaagaa 1200 
cagataaaca acaaataatt ttttagtata 1260 
ttgaactaac aatcctagtt tgatactccc 1320 
gctgtgttga attacggaat aatgagttag 1380 
aatattagta atttcttgct ggttgaaact 1440 
tattatttaa atgactgcat ttttaaatac 1500 
tttatgtgct ctccaaattt tttttactgt 1560 
atgaaacatt taaaatataa tttgttgtca 1620 

1639 



(210) 13 

(211) 4698 

(212) m 

(213) Hono sapiens 
(400) 13 

ctgccactct tcctgcaacg gcccaggagc 
gaccaggacc agggcagcac tcctcctgtt 
cttggacaca gaggagctga cagccttccg 
ggtccagtat gccaactcct gggtggtggt 
ccaaac^t ggcctctacc agtgtggcta 
gcaggtgccc ccggaggccg tgaacatgtc 
cccttcccag ctgctggcct gcggccccac 
cctcaccgga ctctgcttcc tcctgggccc 
caggcaggag tgcccaagac aggagcagga 



tcagagctcc acatctgacc ttctagtcat 60 
cacagcctta gcaacttctc taggtttcaa 120 
tgtggacagc gctgggtttg gagacagcgt 180 
tggagccccc caaaagataa cagctgccaa 240 
cagcactggt gcctgtgagc ccatcggcct 300 
cctgggcctg tccctggcgt ctaccaccag 360 
cgtgcaccac gagtgcggga ggaacatgta 420 
cacccagctc acccagaggc tcccggtgtc 480 
cattgtgttc ctgatcgatg gctcaggcag 540 
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catctcctcc cgcaactttg ccacgatgat 
ccagagaccc agcacccagt tttccctgat 
cactttcgag gaattcaggc gcacgtcaaa 
gctgcaaggg tttacataca cggccaccgc 
tgcctcatat ggggcccgta gggatgccac 
gaaagaaggc gacagcctgg attataagga 
catccgctat gcaattgggg ttggattagc 
aaatgacatt gcatcgaagc cctcccagga 
tctgaaagat attcaaaacc aactgaagga 
cacaagcagt agctccttcg aattggagat 
acctgatggc cccgttctgg gggctgtggg 
gtacccccca aatatgagcc. ctaccttcat 
ggactcttac ctgggttact ccaccgagct 
cctgggggcc ccccgctacc agcacaccgg 
gcaatggagg atgaaggccg aagtcacggg 
cctctgctcc gtggacgtag acaccgacgg 
ccattactac gagcagaccc gagggggcca 
gagaaggtgg tggtgtgatg ctgttctcta 
tggggcggct ctgacagtgc tgggggatgt 
cggggcccca ggagaggagg agaaccgggg 
acccagcatc agcccctccc acagccagcg 
gcagtatttt gggcaggcac tgagcggggg 
cctggctgtg ggggcccggg gccaggtgct 
g68B?tsagc atgcagttca tacctgccga 
gcaggtggtc tctgagcaga ccctggtaca 
ttctaagaac ctgcttggga gccgtgacct 
cgaccctggc cgcctgagtc cccgtgccac 
ccgagtccga gtcctcgggc tgaaggcaca 
ctgcgtggag gactctgtga cccccattac 



gaacttcgtg agagctgtga taagccagtt 600 
gcagttctcc aacaaattcc aaacacactt 660 
ccccctcagc ctgttggctt ctgttcacca 720 
catccaaaat gtcgtgcacc gattgttcca 780 
caaaattctc attgtcatca ctgatgggaa 840 
tgtcatcccc atggclgatg cagcaggcat 900 
ttttcaaaac agaaattctt ggaaagaatt 960 
acacatattt aaagtggagg actttgatgc 1020 
gaagatcttt gccattgagg gtacggagac 1080 
ggcacaggag ggcttcagcg ctgtgttcac 1140 
gagcttcacc tggtctggag gtgccttcct 1200 
caacatgtct caggagaatg tggacatgag 1260 
ggccctctgg aaaggggtgc agagcctggt 1320 
gaaggctgtc atcttcaccc aggtgtccag 1380 
gactcagatc ggctcctact tcggggcctc 1440 
cagcaccgac ctggtcctca tcggggcccc 1500 
ggtgtctgtg tgtcccttgc ccagggggtg 1560 
cggggageag ggccacccct ggggtcgctt 1620 
gaatggggac aagctgacag acgtggtcat 1680 
tgctgtctac ctgtttcacg gagtcttggg 1740 
gatcgcgggc tcccagctct cctccaggct 1800 
tcaagacctc acccaggatg gactggtgga 1860 
cctgctcagg accagacctg tgctctgggt 1920 
gatccccagg tctgcgtttg agtgtcggga 1980 
gtccaacatc tgcctttaca ttgacaaacg 2040 
ccaaagctct gtgaccttgg acctggccct 2100 
cttccaggaa acaaagaacc ggagtctgag 2160 
ctgtgaaaac ttcaacctgc tgctcccgag 2220 
cttgcgtctg aacttcacgc tggtgggcaa 2280 
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gactacaggc acacgccacc tcgcccggcc cgatctttct aaaatacagt tctgaatatg 4080 
ctgctcatcc ccacctgtct tcaacagctc cccatUccc tcaggacaat gtctgaactc 4140 
tccagctlcg cgtgagaagt ccccttccat cccagagggt gggcttcagg gcgcacagca 4200 
tgagagcctc tgtgccccca tcaccctcgt ttccagtgaa ttagtgtcat gtcagcatca 4260 
gctcagggct tcatcgtggg gctctcagtt ccgattcccc aggctgaatt gggagtgaga 4320 
tgcctgcatg ctgggttctg cacagctggc ctcccgcggt tgggtcaaca ttgctggcct 4380 
ggaagggagg agcgccctct agggagggac atggccccgg tgcggctgca gctcaccagc 4440 
cccaggggca gaagagaccc aaccacttcc tattttttga ggctatgaat atagtacctg 4500 
aaaaaatgcc aagcactaga ttattttttt aaaaagcgta ctttaaatgt ttgtgttaat 4560 
acacattaaa acatcgcaca aaaacgatgc atctaccgct ccttgggaaa taatctgaaa 4620 
ggtctaaaaa taaaaaagcc ttctgtggaa aaaaaaaaaa aaaaaaaaaa aaaaaaaaaa 4680 
aaaaaaaaaa aaaaaaaa 46gg 



(210) 14 

(211) 2600 

(212) MA 

(213) Hobo saplefls 
(400) 14 

ggatccaaag gagacctata gtgactccca ggagctctta gtgaccaagt gaaggtacct 60 
gtggggctca ttgtgcccat tgctctttca ctgctttcaa ctggtagttg tgggttgaag 120 
cactggacaa tgccacatac tttgtggatg gtgtgggtct tgggggtcat catcagcctc 180 
fccaaggaag aatcctccaa tcaggcttct ctgtcttgtg accgcaatgg tatctgcaag 240 
ggcagctcag gatctttaaa ctccattccc tcagggctca cagaagctgt aaaaagcctt 300 
gacctgtcca acaacaggat cacctacatt agcaacagtg acctacagag gtgtgtgaac 360 
ctccaggctc tggtgctgac atccaatgga attaacacaa tagaggaaga ttctttttct 420 
tccctgggca gtcttgaaca tttagactta tcctataatt acttatctaa tttatcgtct 480 
tcctggttca agcccctttc ttctttaaca ttcttaaact tactgggaaa tccttacaaa 540 



(101) 

accctagggg aaacatctct tttttctcat ctcacaaaat 
aatatggaca ccttcactaa gattcaaaga aaagattttg 
gaacttgaga ttgatgcttc agatctacag agctatgagc 
cagaacgtaa gtcatctgat ccttcatatg aagcagcata 
gtagatgtta caagttccgt ggaatgtttg gaactgcgag 
catttttcag aactatccac tggtgaaaca aattcattga 
aatgtgaaaa tcaccgatga aagtttgttt caggttatga 
ggattgttag aattagagtt tgatgactgt acccttaatg 
tctgataatg acagagttat agatccaggt aaagtggaaa 
catattccaa ggttttactt attttatgat ctgagcactt 
gttaaaagaa tcacagtaga aaacagtaaa gtttttctgg 
catttaaaat cattagaata cttggatctc agtgaaaatt 
aaaaattcag cctgtgagga tgcctggccc tctctacaaa 
catttggcat cattggaaaa aaccggagag actttgctca 
attgatatca gtaagaatag ttttcattct atgcctgaaa 
atgaaatatt tgaacttatc cagcacacga atacacagtg 
acactggaaa ttttagatgt tagcaacaac aatctcaatt 
caactcaaag aactttatat ttccagaaat aagttgatga 
ttacccatgt tactagtatt gaaaatcagt aggaatgcaa 
caacttgact cat.ttcacac actgaagact ttggaagctg 
tcctgtgaat tcctctcctt cactcaggag cagcaagcac 
tggccagcaa attacctgtg tgactctcca tcccatgtgc 
gtccgcctct cggtgtcgga atgtcacagg acagcactgg 
ctgttcctgc tgatcctgct cacgggggtc ctgtgccacc 
atgaaaatga tgtgggcctg gctccaggcc aaaaggaagc 
aacatctgct atgatgcatt tgtttcttac agtgagcggg 
cttatggtcc aggagctgga gaacttcaat ccccccttca 
gacttcattc ctggcaagtg gatcattgac aatatcattg 
aaaactgtct ttgtgctttc tgaaaacttt gtgaagagtg 
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1380 
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1500 
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gaatttgccg 


1560 


ctctaccaga 


tgcctccctc 


1620 


taactacgtt 


ttctaaggag 


1680 


gtggcaataa 


cttcatttgc 


1740 


tggccaaagt 


cttgattgat 


1800 


gtggccagca 


ggttcaggat 


1860 


tgtctggcat 


gtgctgtgct 


1920 


gtttccatgg 


cctgtggtat 


1980 


ccaggaaagc 


tcccagcagg 


2040 


atgcctactg 


ggtggagaac 


2100 


agttgtetct 


tcataagcgg 


2160 


actccattga 


aaagagccac 


2220 


agtggtgcaa 


gtatgaactg 


2280 
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gacttctccc atttccgtct ttttgaagag aacaatgatg ctgccattct cattcttctg 2340 
gagcccattg agaaaaaagc cattccccag cgcttctgca agctgcggaa gataatgaac 2400 
accaagacct acctggagtg gcccatggac gaggctcagc gggaaggatt ttgggtaaat 2460 
ctgagagctg cgataaagtc ctagsttccc atatttaaga ccagtctttg tctagttggg 2520 
atctttatgt cactagttat agttaagttc attcagacat aattatataa aaactacgtg 2580 
gatgtaccgt catttgagga 2600 



(210) 15 

(211) 233 

(212) PRT 

(213) Holo sapiens 
(400) 15 

Met Trp Gin Leu Leu Leu Pro Thr Ala Leu Leu Leu Leu Val Ser Ala 
15 10 15 

Gly Met Arg Thr Glu Asp Leu Pro Lys Ala Val Val Phe Leu GIu Pro 
20 25 30 

Gin Irp Tyr Ser ?al Leu Glu Lys Asp Ser Val Thr Leu Lys Cys Glo 

35 40 45 

Gly Ala Tyr Ser Pro Glu Asp Asn Ser Thr Gin Trp Phe His Asn Glu 
50 55 60 

Ser Leu He Ser Ser Gin Ala Ser Ser Tyr Phe He Asp Ala Ala Thr 
65 70 75 80 



(103) 
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Yal Asn Asp Ser Gly Glu Tyr Aig Cys Gin Thr Asn Leu Ser Thr Leu 
85 90 95 

Ser Asp Pro Val Gin Leu Glu Val His He Gly Trp Leu Leu Leu Gin 
100 105 110 

Ala Fro Arg Trp Val Pbe Lys Glu Glu Asp Pro He His Leu Arg Cys lo 
lis 120 125 

His Ser Trp Lys Asn Thr Ala Leu His Lys Val Thr Tyr Leu Gin Asn 
130 135 140 

Gly Lys Asp Arg Lys Tyr Pbe His His Asn Ser Asp Pbe His He Pro 

145 150 155 160 20 

Lys Ala Thr Leu Lys Asp Ser Gly Ser Tyr Pbe Cys Arg Gly Leu Val 
165 170 175 

Gly Ser Lys Asn Val Ser Ser Glu Thr Val Asn He Tbr He Thr Gin 
180 185 190 

30 

Gly Leu Ala Val Ser Tbr He Ser Ser Pbe Ser Pro Pro Gly Tyr Gin 
195 200 205 

Val Ser Pbe Cys Leu Val Met Val Leu Leu Pbe Ala Val Asp Thr Gly 
210 215 220 



Leu Tyr Pbe Ser Val Lys Thr Asn He 
225 230 



40 
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<210> 16 
<211> 125 
<212> PRT 

(213) Hobo swieis 

10 

(400) 16 

Met Lys Lys Ser Gly Yal Leu Phe Leu Uu Gly He He Leu Leu Val 
15 10 IS 

Leu He Gly Val Gin Gly Thr Pro Val Val Arg Lys Gly Arg Cys Ser 
20 25 30 

20 

Cys He Ser Thr Asn Gin Gly Thr He His Leu Gin Ser Leu Lys Asp 
35 40 45 

Leu Lys Gin Phe Ala Pro Ser Pro Ser Cys Glu Lys He Glu He He 
50 55 60 

Ala Thr Leu Lys Asn Gly Val Gin Thr Cys Leu Asn Pro Asp Ser Ala so 
65 70 75 80 

Asp Val Lys Glu Leu He Lys Lys Trp Glu Lys Gin Val Ser Gin Lys 
85 90 95 



Lys Lys Gin Lys Asn Gly Lys Lys His Gin Lys Lys Lys Val Leu Lys 
100 105 no 



40 



(105) 
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Val Arg Lys Ser Gin Arg Ser Arg Gin Lys Lys Thr Tbr 
115 120 125 



<210> 17 

(211) 850 

<212> PRT ,0 

<213) Hood s(a>ieBs 

(400) 17 • • 

Met Arg Gin Val Cys Cys Ser Ala Leu Pro Pro Pro Pro Leu Glii Lys 
1 5 10 15 

Gly Arg Cys Ser Ser Tyr Ser Asp Ser Ser Ser Ser Ser Ser Glu Arg 20 
20 25 30 

Ser Ser Ser Ser Ser Ser Ser Ser Ser Glu Ser Gly Ser Ser Ser Arg 
35 40 45 

Ser Ser Ser Asn Asn Ser Ser He Ser Arg Pro Ala Ala Pro Pro Glu 

50 55 60 30 

Pro Arg Pro Gin Gin Gin Pro Gin Pro Arg Ser Pro Ala Ala Arg Arg 
65 70 75 80 

Ala Ala Ala Arg Ser Arg Ala Ala Ala Ala Gly Gly Met Arg Arg Asp 
85 90 95 

40 



Pro. Ala Pro Gly Phe Ser Met Leu Leu Phe Gly Val Ser Leu Ala Cys 



(106) JP 2004-65120 A 2004.3.4 

100 105 110 

Tyr Ser Pro Ser Leu Lys Ser Val Gin Asp Gin Ala Tyr lys Ala Pro 
115 120 125 

Val Val ?al Glti Gly Lys Val Gin Gly Leu Val Pro Ala Gly Gly Ser 

130 135 140 10 

Ser Ser Asn Ser Thr Arg Glu Pro Pro Ala Ser Gly Arg Val Ala Leu 
145 150 155 160 

Val Lys Val Leu Asp Lys Trp Pro Leu Arg Ser Gly Gly leu Gin Arg 
165 170 175 

20 

Glu Gin Val He Ser Val Gly Ser Cys Val Pro Leu Glu Arg Asn Gin 
180 185 190 

Arg Tyr He Phe Phe Leu Glu Pro Thr Glu Gin Pro Leu Val Phe Lys 
195 200 205 

Thr Ala Phe Ala Pro Leu Asp Thr Asn Gly Lys Asn Leu Lys Lys Glu 30 
210 215 220 

Val Gly Lys He Leu Cys Thr Asp Cys Ala Thr Arg Pro Lys Leu Lys 
225 230 235 240 



Lys Met Lys Ser Gin Thr Gly Gin Val Gly Glu Lys Gin Ser Leu Lys 
245 250 255 



40 



(107) 
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Cys Glu Ala Ala Ala Gly Asn Pio Gin Pro Ser Tyr Arg Trp Plie Lys 
260 265 270 

Asp Gly Lys Glu leu Asn Arg Ser Arg Asp lie Arg He Lys Tyr Gly 
275 280 285 



Asn Gly Arg Lys Asn Ser Arg Leu Gin Phe Asn Lys Tal Lys Val Glu 
290 295 300 



10 



Asp Ala Gly Glu Tyr Val Cys Glu Ala Glu Asn He Leu Gly Lys Asp 
305 310 315 320 



Thr Tal Arg Gly Arg Leu Tyr Val Asn Ser Val Ser Thr Thr Leu Ser 
325 330 335 



20 



Ser Trp Ser Gly His Ala Arg Lys Cys Asn Glu Thr Ala Lys Ser Tyr 
340 345 350 

Cys Val Asn Gly Gly Val Cys Tyr Tyr He Glu Gly He Asn Gin Leu 

355 360 365 

Ser Cys Lys Cys Pro Asn Gly Phe Phe Gly Gin Arg Cys Leu Glu Lys 
370 375 380 



30 



Leu Pro Leu Arg Leu Tyr Met Pro Asp Pro Lys Gin Lys Ala Glu Glu 
385 390 395 400 



Leu Tyr Gin Lys Arg Val Leu Thr He Thr Gly He Cys Val Ala Leu 
405 410 415 



40 
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Leu ?al Val Gly He Val Cys Val Val Ala Tyr Cys Lys Thr Lys Lys 
420 425 430 

Gin Arg Lys Gin Met His Asn His Leu Arg Gin Asn Met Cys Pro Ala 
435 440 445 

10 

His Gin Asn Arg Ser Leu Ala Asn Gly Pro Ser His Pro Arg Leu Asp 
450 455 460 



Pro Glu Glu lie Gin Het Ala Asp Tyr He Ser Lys Asn Val Pro Ala 

465 470 475 480 

Thr Asp His Yal He Arg Arg Glu Thr Glu Thr Thr Phe Ser Gly Ser 20 
485 490 495 

His Ser Cys Ser Pro Ser His His Cys Ser Thr Ala Thr Pro Thr Ser 
500 505 510 

Ser His Arg His Glu Ser His Thr Trp Ser Leu Glu Arg Ser Glu Ser 

515 520 525 30 

Leu Thr Ser Asp Ser Gin Ser Gly He Bet Leu Ser Ser Val Gly Thr 

530 535 540 

Ser Lys Cys Asn Ser Pro Ala Cys Val Glu Ala Arg Ala Arg Arg Ala 

545 550 555 560 

40 



Ala Ala Tyr Asn Leu Glu Glu Arg Arg Arg Ala Thr Ala Pro Pro Tyr 



(109) 
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565 570 575 

His Asp Ser Tal Asp Ser leu Arg Asp Ser Pro His Sei Glu Arg Tyr 
580 585 590 

?al Ser Ala Leu Thr Thr Pro Ala Arg leu Ser Pro Tal Asp Phe His 

595 600 605 lO 

Tyr Ser Leu Ala Thr Gin Yal Pro Thr Phe Glu He Thr Ser Pro Asn 
610 615 620 

Ser Ala His Ala Val Ser Leu Pro Pro Ala Ala Pro He Ser Tyr Arg 
625 630 635 640 

20 

leu Ala Glu Gin Gin Pro leu leu Arg His Pro Ala Pro Pro Gly Pro 
645 650 655 

Gly Pro Gly Pro Gly Pro Gly Pro Gly Pro Gly Ala Asp Met Gin Arg 
660 665 670 

Ser Tyr Asp Ser Tyr Tyr Tyr . Pro Ala Ala Gly Pro Gly Pro Arg Arg 30 
675 680 685 

Gly Thr Cys Ala leu Gly Gly Ser leu Gly Ser leu Pro Ala Ser Pro 

690 695 700 



Phe Arg He Pro Glu Asp Asp Glu Tyr Glu Thr Thr Gin Glu Cys Ala 
705 710 715 720 



40 
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Pro Pro Pro Pro Pro Arg Pro Arg Ala Arg Gly Ala Ser Arg Arg Thr 
725 730 735 

Ser Ala Gly Pro Arg Arg Trp Arg Arg Ser Arg leu Asn Gly Leu Ala 
740 745 750 

Ala Gin Arg Ala Arg Ala Ala Arg Asp Ser Leu Ser Leu Ser Ser Gly k 
755 760 765 

Ser Gly Gly Gly Ser Ala Ser Ala Ser Asp Asp Asp Ala Asp Asp Ala 
770 775 780 

Asp Gly Ala Leu Ala Ala Glu Ser Thr Pro Phe Leu Gly leu Arg Gly 

785 790 795 800 20 

Ala His Asp Ala Leu Arg Ser Asp Ser Pro Pro Leu Cys Pro Ala Ala 
805 810 815 

Asp Ser Arg Thr Tyr ryr Ser Leu Asp Set Bis Ser Hir Arg Ala Ser 
820 825 830 

30 

Ser Arg His Ser Arg Gly Pro Pro Pro Arg Ala Lys Gin Asp Ser Ala 
835 840 845 

Pro Leu 
850 

40 

<210> 18 



(Ill) JP 2004-65120 A 2004.3.4 

<211> 923 

(212) PRr 

(213) HoDo sapiens 
(400) 18 

Met Asp Ser He Gly Set Ser Gly Leu Arg Gin Gly Glu Glu Thr Leu 

15. 10 15 10 

Ser Cys Ser Glu Glu Gly Leu Pro Gly Pro Ser Asp Ser Ser Glu Leu 
20 25 30 

Val Gin Glu Cys Leu Gin Gin Phe Lys Val Thr Arg Ala Gin Leu Gin 
35 40 45 

20 

Gin He Gin Ala Ser Leu Leu Gly Ser Itet Glu Gin Ala Leu Arg Gly 
50 55 60 

GlD Ala Ser Pro Ala Pro Ala Val Arg Met Leu Pro Thr Tyr Val Gly 
65 70 75 80 

Ser Thr Pro His Gly Thr Glu Gin Gly Asp Phe Val Val Leu Glu Leu 30 
85 90 95 

Gly Ala Thr Gly Ala Ser Leu Arg Val Leu Trp Val Thr Leu Thr Gly 
100 105 110 



He Glu Gly Bis Arg Val Glu Pro Arg Ser Gin Glu Phe Val He Pro 
115 120 125 



40 
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Gin Gh Val Met Leu Gly Ala Gly Gin Gin Leu Phe Asp Phe Ala Ala 
130 135 140 

His Cys Leu Ser Glu Phe leu Asp Ala Gin Pro Val Asn Lys Gin Gly 
145 150 155 160 

Leu Gin Leu Gly Phe Ser Phe Ser Phe Pro Cys His Gin Thr Gly Leu 
165 170 175 

Asp Arg Ser Thr Leu He Ser Trp Thr Lys Gly Phe Arg Cys Ser Gly 
180 185 190 

Val Glu Gly Gin Asp Yal Val Gin Leu Leu Arg Asp Ala He Arg Arg 
195 200 205 

Gin Gly Ala Tyr Asn He Asp Val Val Ala Val Val Asn Asp Thr Val 
210 215 220 

Gly Thr Met Met Gly Cys Glu Pro Gly Val Arg Pro Cys Glu Val Gly 
225 230 235 240 

Leu Val Val Asp Thr Gly Thr Asn Ala Cys Tyr Met Glu Glu Ala Arg 
245 250 255 

His Val Ala Val Leu Asp Glu Asp Arg Gly Arg Val Cys Val Ser Val 
260 265 270 



Glu Trp Gly Ser Leu Ser Asp Asp Gly Ala Leu Gly Pro Val Leu Thr 
275 280 285 



40 



(113) 
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Thr Pbe Asp His Thr leu Asp His Glu Ser Leu Asn Pro Gly Ala Glo 
290 295 300 

Arg Fbe Glu Lys Met He Gly Gly Leu Tyr Leu Gly Glu Leu Tal Arg 
305 310 315 320 

Leu Val Leu Ala His Leu Ala Arg Cys Gly 7al Leu Phe Gly Gly Cys 
325 330 335 

Thr Ser Pro Ala Leu leu Ser Gin Gly Ser He leu Leu Glu His Val 
340 345 350 



10 



Ala Glu Uet Glu Asp Pro Ser Thr Gly Ala Ala Arg Val His Ala He 
355 360 365 



20 



Leu Gin Asp Leu Gly Leu Ser Pro Gly Ala Ser Asp Tal Glu leu Tal 
370 375 380 



Gin His Tal Cys Ala Ala Tal Cys Thr Arg Ala Ala Gin leu Cys Ala 
385 390 395 400 



30 



Ala Ala Leu Ala Ala Tal Leu Ser Cys Leu Gin His Ser Arg Glu Gin 
405 410 415 



Gin Thr Leu Gin Tal Ala Tal Ala Thr Gly Gly Arg Tal Cys Glu Arg 
420 425 430 

His Pro Arg Phe Cys Ser Tal Leu Gin Gly Thr Tal Met Leu leu Ala 



40 
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440 445 



Pro Clu Cys Asp Val Ser Leu lie Pro Ser Yal Asp Gly Gly Gly Arg 
450 455 460 



Gly Val Ala Met Val Thr Ala Val Ala Ala Arg Leu Ala Ala Hh Arg 
465 470 475 480 



10 



Arg Leu Leu Glu Glu Tir leu Ala Pro Phe Arg Leu Asn His Asp Gin 
485 490 495 

Leu Ala Ala Val Gin Ala Gli Met Arg Lys Ala Met Ala Lys Gly Leu 

500 505 510 

Arg Gly Glu Ala Ser Ser Leu Arg Met Leu Pro Thr Phe Val Arg Ala 
515 520 525 



20 



Thr Pro Asp Gly Ser Glu Arg Gly Asp Phe Leu Ala Leu Asp Leu Gly 
530 535 540 



Gly Thr Asn Phe Arg Val Leu Leu Val Arg Val Thr Thr Gly Val Gin so 

545 550 555 560 

lie Thr Ser Glu He Tyr Ser He Pro Glu Thr Val Ala Gin Gly Ser 
565 570 575 

Gly Gin Gin Leu Phe Asp His He Val Asp Cys He Val Asp Phe Gin 
580 585 590 



(115) 
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Gin Lys Glfl Gly Leu Sei Gly Gin Ser Leu Pro Leu Gly Phe Thr Phe 
595 600 605 

Ser Phe Pro Cys Arg Gin leu Gly Leu Asp Gin Gly He Leu Leu Asn 
610 615 620 

Trp Thr Lys Gly Phe Lys Ala Ser Asp Cys Glu Gly Gin Asp Val Val lo 
625 630 635 640 

Ser Leu Leu Arg Glu Ala He Thr Arg Arg Gin Ala Tal Glu Leu Asn 
645 650 655 

Val Tal Ala lie Val Asn Asp Thr Val Gly Thr Met Met Ser Cys Gly 

660 665 670 20 

Tyr Glu Asp Pro Arg Cys Glu He Gly Leu He Val Gly Thr Gly Thr 
675 680 685 

Asn Ala Cys Tyr Met Glu Glu Leu Arg Asn Val Ala Gly Val Pro Gly 
690 695 700 

30 

Asp Ser Gly Arg Met Cys He Asn Met Glu Trp Gly Ala Phe Gly Asp 
705 710 715 720 

Asp Gly Ser Leu Ala Met Leu Ser Thr Arg Phe Asp Ala Ser Val Asp 
725 730 735 



Gin Ala Ser He Asn Pro Gly Lys Gin Arg Phe Glu Lys Met He Ser 
740 745 750 ' 



40 
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Gly Met Tyt Leu Gly Glu He Val Arg His He leu Leu His Leu Thr 
755 760 765 



Ser Leu Gly Tal Leu Phe Arg Gly Gin Gin lie Gin Arg Leu Gin Thr 
770 775 780 

Arg Asp He Phe Lys Thr Lys Phe Leu Ser Glu He Glu Ser Asp Ser 
785 790 795 800 



10 



Leu Ala Leu Arg Gin Tal Arg Ala He Leu Glu Asp Leu Gly Leu Pro 
805 810 815 



Leu Thr Ser Asp Asp Ala Leu Met Val Leu Glu Val Cys Gin Ala Val 
820 825 830 



20 



Ser Gin Arg Ala Ala Gin Leu Cys Gly Ala Gly Val Ala Ala Val Val 
835 840 845 



Glu lys He Arg Gly Asn Arg Gly Leu Glu Glu Leu Ala Val Ser Val 
850 855 860 



30 



Gly Val Asp Gly Thr Leu Tyr Lys Leu His Pro Arg Phe Ser Ser Leu 
865 870 875 880 



Val Ala Ala Thr Val Arg Glu Leu Ala Pro Arg Cys Val Val Thr Phe 
885 890 895 

Leu Gin Ser Glu Asp Gly Ser Gly Lys Gly Ala Ala Leu Val Thr Ala 



40 
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900 



905 



910 



Val Ala Cys Arg Leu Ala Gin Leu Thr Arg Yal 
915 920 



<210> 19 10 
<211> 387 
<212> PRT 

<213) HoiDo sapiens 
<400) 19 

Met Asn Arg His His Leu Gin Asp His Phe Leu Glu He Asp Lys Lys 

1 5 10 15 . 20 

Asn Cys Cys Tal Phe Arg Asp Asp Pbe He Ala Lys Tal Leu Pro Pro 
20 25 30 

Tal Leu Gly Leu Glu Phe He Phe Gly Leu Leu Gly Asn Gly Leu Ala 
35 40 45 



Leu Trp He Phe Cys Phe His Leu Lys Ser Trp Lys Ser Ser Arg He 
50 55 60 

Phe Leu Phe Asn Leu Ala Val Ala Asp Phe Leu Leu He He Cys leu 

65 70 75 80 



30 



Pro Phe 



Val Met Asp Tyr Tyr Val Arg Arg Ser Asp Trp Asn Phe Gly 
85 90 95 



40 
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Asp He Pro Cys Arg Leu Val Leu Phe Met Phe Ala Met Asn Arg Gin 
100 105 110 

Gly Ser He He Phe Leu Thr Val Val Ala Val Asp Arg ryr Phe Arg 
115 120 125 

10 

Val Val His Pro Bis His Ala Leu Asn Lys He Ser Asn Trp Thr Ala 
130 135 140 

Ala He He Ser Cys Leu Leu Trp Gly He Thr Val Gly Leu Thr Val 
145 150 155 160 

His Leu Leu Lys Lys Lys Leu Leu He Gin Asn Gly Pro Ala Asn Val 20 
165 170 175 

Cys He Ser Phe Ser He Cys His Thr Phe Arg Trp His Glu Ala Met 
180 185 190 

Phe Leu Leu Glu Phe Leu Leu Pro Leu Gly He He Leu Phe Cys Ser 

195 200 205 30 

Ala Arg He He Trp Ser Leu Arg Gin Arg Gin Met Asp Arg His Ala 
210 215 220 

Lys He Lys Arg Ala He Thr Phe He Met Val Val Ala He Val Phe 

225 230 235 240 



Val He Cys Phe Leu Pro Ser Val Val Val Arg He Arg He Phe Trp 



(119) 
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245 250 255 

Lev leu His Tlir Ser Gly Thr Gin Asn Cys Glu Val Tyi Arg Ser Val 
260 265 270 

Asp Leu Ala Phe Phe He Thr Leu Ser Pbe Thr Tyr Met Asn Ser Met 

275 280 285 lo 

Leu Asp Pro Yal Val Tyr Tyr Phe Ser Ser Pro Ser Phe Pro Asn Phe 

290 295 300 

Phe Ser Thr Leu He Asn Arg Cys Leu Gin Arg Lys Met Thr Gly Glu 
305 310 315 320 

20 

Pro Asp Asn Asn Arg Ser Thr Ser Val Glu Leu Thr Gly Asp Pro Asn 
325 330 335 

Lys Thr Arg Gly Ala Pro Glu Ala Leu Met Ala Asn Ser Gly Glu Pro 
340 345 350 

Trp Ser Pro Ser Tyr Leu Gly Pro Thr Ser Asn Asn His Ser Lys Lys 30 

355 360 365 

Gly His Cys His Gin Glu Pro Ala Ser Leu Glu Lys Gin Leu Gly Cys 

370 375 380 

Cys He Glu 

385 ^° 



(120) 
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<210> 20 
<211> 175 

(212) PRT 

(213) Hobo sapiens 
<400> 20 

Met Leu Pro Pro Met Ala Leu Pro Ser Val Ser Trp Met Leu Leu Ser 
15 10 15 

Cys Leu Met Leu Leu Ser Gin Val Cln Gly Glu Glu Pro Gin Arg Glu 
20 25 30 

Leu Pro Ser Ala Arg lie Arg Cys Pro Lys Gly Ser Lys Ala ryr Gly 20 
35 40 45 

Ser His Cys Tyr Ala Leu Phe Leu Ser Pro Lys Ser Trp Thr Asp Ala 
50 55 60 

Asp Leu Ala Cys Gin Lys Arg Pro Ser Gly Asn Leu Tal Ser Val Leu 

65 70 75 80 30 

Ser Gly Ala Glu Gly Ser Phe Val Ser Ser Leu Val Lys Ser lie Gly 
85 90 95 

Asn Ser Tyr Ser Tyr Val Trp He Gly Leu His Asp Pro Thr Gin Gly 
lOQ 105 110 

40 

Thr Glu Pro Asn Gly Glu Gly Trp Glu Irp Ser Ser Ser Asp Val Met 



(121) 
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115 



120 



125 



Asn Tyr Phe Ala Trp Glu Arg Asn Pro Ser rhr He Sei Ser Pro Gly 
130 135 140 



His Cys Ala Ser Leu Ser Arg Ser Thr Ala Phe Leu Arg Trp Lys Asp 
145 150 155 160 

Tyr Asn Cys Asn Val Arg Leu Pro Tyr Tal Cys Lys Phe Thr Asp 

165 170 175 



(210) 21 

(211) 206 20 
(212> PRT 

(213) HoDo sapiens 



(400) 21 

Met Ala Leu Pro Cys Thr Leu Gly Leu Gly Met Leu Leu Ala Leu Pro 
15 10 15 

Gly Ala Leu Gly Ser Gly Gly Ser Ala Glu Asp Ser Val Gly Ser Ser 
20 25 30 



30 



Ser Yal Thr Tal Val Leu Leu Leu Leu Leu Leu Leu Leu Leu Ala Thr 
35 40 45 



Gly Leu Ala 
50 



Leu Ala Trp Arg Arg Leu Ser Arg Asp Ser Gly Gly Tyr 
55 60 



40 
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Tyr His Pro Ala Arg Leu Gly Ala Ala Leu Ttp Gly Arg Thr Atg Arg 
65 70 75 80 

Leu Leu Trp Ala Ser Pro Pro Gly Arg Trp Leu Gin Ala Arg Ala Glu 
85 90 95 

10 

Leu Gly Ser Thr Asp Asa Asp Leu Glu Arg Gin Glu Asp Glu Gin Asp 
100 105 110 

Thr Asp Tyr Asp His Val Ala Asp Gly Gly Leu Gin Ala Asp Pro Gly 
115 120 125 

Glu Gly Glu Gin Gin Cys Gly Glu Ala Ser Ser Pro Glu Gin Val Pro 20 
130 135 140 

Val Arg Ala Glu Glu Ala Arg Asp Ser Asp Thr Glu Gly Asp Leu Val 
145 150 155 160 

Leu Gly Ser Pro Gly Pro Ala Ser Ala Gly Gly Ser Ala Glu Ala Leu 

165 170 175 30 

Leu Ser Asp Leu His Ala Phe Ala Gly Ser Ala Ala Trp Asp Asp Ser 
180 185 190 

Ala Arg Ala Ala Gly Gly Gin Gly Leu His Val Thr Ala Leu 
195 200 205 

40 
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(210) 22 

<211> 92 

(212) PRT 

(213) Hobo siQtlens 
(400) 22 

Met Lys Leu Cys Val Thr Tal Leu Ser Leu Leu Met Leu Val Ala Ala lo 
1 5 10 15 

Phe Cys Ser Pro Ala Leu Ser Ala Pro Met Gly Ser Asp Pro Pro Tbr 
20 25 30 

Ala Cys Cys Phe Ser Tyi Thr Ala Arg Lys Leu Pro Arg Asn Phe Val 

35 40 45 . 20 

Val Asp Tyr Tyr Glu Tbr Ser Ser Leu Cys Ser Gin Pro Ala Val Val 
50 55 60 

Phe Gin Thr Lys Arg Ser Lys Gin Val Cys Ala Asp Pro Ser Glu Ser 
65 70 75 80 



30 



Trp Val Gin Glu Tyr Val Tyr Asp Leu Glu Leu Asn 
85 90 



<210> 23 
<211> 372 
(212> PRT 

(213) Hooo sapiens 



(124) 
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<400> 23 

Met lie Phe Pro Trp Lys Cys Gin Ser Thr Gin Arg Asp leu Trp Asn 
15 10 IS 

lie Phe Lys Leu Trp Gly Trp Thr Met Leu Cys Cys Asp Phe Leu Ala 

20 25 30 10 

Bis His Gly Thr Asp Cys Trp Thr Tyr His Tyr Ser Glu lys Pro Met 
35 40 45 

Asn Trp Gin Arg Ala Arg Arg Phe Cys Arg Asp Asn Tyr Thr Asp Leu 
50 55 60 

20 

Val Ala He Gin Asn Lys Ala Glu He Glu Tyr Leu Glu lys Thr Leu 
65 70 75 80 

Pro Phe Ser Arg Ser Tyr Tyr Trp He Gly He Arg Lys He Gly Gly 
85 90 95 

He Trp Thr Trp Val Gly Thr Asn Lys Ser Leu Thr Glu Glu Ala Glu so 
100 105 no 

Asn Trp Gly Asp Gly Glu Pro Asn Asn Lys Lys Asn Lys Glu Asp Cys 
115 120 125 



Val Glu He Tyr He Lys Arg Asn Lys Asp Ala Gly Lys Trp Asn Asp 
130 135 140 



40 
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Asp Ala Cys His Lys Leu lys Ala Ala Leu Cys Tyr Thr Ala Ser Cys 
145 150 155 160 

Glo Pro Trp Ser Cys Ser Gly His Gly Glu Cys Val Glu He He Aso 
165 170 175 



Asn Tyr Tlir Cys Asn Cys Asp Val Gly Tyr Tyr Gly Pro Gin Cys Gin 
180 185 190 



10 



Phe ?al He Gin Cys Glu Pro Leu Glu Ala Pro Glu Leu Gly Thr Met 
195 200 205 



Asp Cys Tlir Bis Pro Leu Gly Asn Phe Ser Phe Ser Ser Gin Cys Ala 
210 215 220 



20 



Phe Ser Cys Ser Glu Gly Thr Asn Leu Thr Gly He Glu Glu Thr Thr 
225 230 235 240 

Cys Gly Pro Phe Gly Asn Trp Ser Ser Pro Glu Pro Thr Cys Gin Val 

245 250 255 

He Gin Cys Glu Pro Leu Ser Ala Pro Asp Leu Gly He Met Asn Cys 
260 265 270 



30 



Ser His Pro Leu Ala Ser Phe Ser Phe Thr Ser Ala Cys Thr Phe He 
275 280 285 



Cys Ser Glu Gly Thr Glu Leu He Gly Lys Lys Lys Thr He Cys Glu 
290 295 300 



40 
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Ser Ser Gly He Trp Ser Asi Pro Ser Pro lie Cys Gin Lys Leu Asp 
305 310 315 320 

Lys Ser Phe Ser Met He Lys Glu Gly Asp Tyr Aso Pro Leu Phe He 
325 330 335 

10 

Pro ¥al Ala ?al Met Val Thr Ala Phe Ser Gly Leu Ala Phe He He 
340 345 350 

Trp Leu Ala Arg Arg Leu Lys Lys Gly Lys Lys Ser Lys Arg Ser Met 
355 360 365 

Asn Asp Pro Tyr 20 
370 



(210) 24 

(211) 553 
(212> PRT 

(213) Hobo sapiens 30 
(400) 24 

Met Pro Leu Pro Trp Ser Leu Ala Leu Pro Leu Leu Leu Ser Trp Val 
15 10 15 



Ala Gly Gly Phe Gly Asn Ala Ala Ser Ala Arg His His Gly Leu Leu 
20 25 30 



40 
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Ala Ser Ala Arg Gin Pro Gly Val Cys His Tyr Gly Thr Lys leu Ala 
35 40 45 

Cys Cys Tyr Gly Trp Arg Arg Asn Ser Lys Gly Tal Cys Glu Ala Thr 
50 55 60 



Cys Glu Pro Gly Cys Lys Phe Gly Glu Cys Tal Gly Pro Asn Lys Cys 
65 70 .75 80 



10 



Arg Cys Plie Pro Gly Tyr Tbr Gly Lys Thr Cys Ser Gin Asp Val Asn 
85 90 95 



Glu Cys Gly Met Lys Pro Arg Pro Cys Gin His Arg Cys Val Asn Thr 
100 105 110 



20 



His Gly Ser Tyr Lys Cys Phe Cys Leu Ser Gly His Met Leu Met Pro 
115 120 125 

Asp Ala Thr Cys Tal Asn Ser Arg Thr Cys Ala Net He Asn Cys Gin 
130 135 140 

Tyr Ser Cys Glu Asp Thr Glu Glu Gly Pro Gin Cys Leu Cys Pro Ser 
145 150 155 160 

Ser Gly Leu Arg Leu Ala Pro Asn Gly Arg Asp Cys Leu Asp He Asp 
165 170 175 



30 



Glu Cys Ala Ser Gly Lys Tal lie Cys Pro Tyr Asn Arg Arg Cys Tal 
180 185 190 



40 
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Asn Thr Phe Gly Set Fyt Tyr Cys Lys Cys His He Gly Phe Gin Leu 
195 200 205 

Gin Tyr He Ser Gly Arg Tyr Asp Cys He Asp He Asn Glu Cys Thr 
210 215 220 

Met Asp Ser His Thr Cys Ser His His Ala Asn Cys Phe Asi Thr Gin 
225 230 235 240 

Gly Ser Phe Lys Cys lys Cys Lys Gin Gly Tyr Lys Gly Asn Gly Leu 

245 250 255 



10 



Arg Cys Ser Ala He Pro Glu Asn Ser 7al Lys Glu Yal Leu Arg Ala 
260 265 270 



20 



Pro Gly Thr He Lys Asp Arg He Lys Lys Leu Leu Ala His Lys Asn 
275 280 285 



Ser Met Lys Lys Lys Ala Lys He Lys Asn ?al Thr Pro Glu Pro Thr 
290 295 300 



30 



Arg Thr Pro Thr Pro Lys Val Asn Leu Gin Pro Phe Asn Tyr Glu Glu 
305 310 315 320 



He Val Ser Arg Gly Gly Asn Ser His Gly Gly Lys Lys Gly Asn Glu 
325 330 335 

Glu Lys Met Lys Glu Gly Leu Glu Asp Glu Lys Arg Glu Glu Lys Ala 



40 
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340 



345 



350 



leu lys Asn Asp He Glu Glii Arg Ser leu Arg Gly Asp Val Phe Phe 
355 360 365 



Pro Lys Tal Asn Glu Ala Gly Glu Phe Gly leu He Leu ?al Gin Arg 
370 375 380 



10 



Lys Ala Leu Tlir Ser Lys leu Glu His lys Asp Leu Asn He Ser Val 

385 390 395 400 

Asp Cys Ser Phe Asn His Gly He Cys Asp Trp Lys Gin Asp Arg Glu 
405 410 415 

Asp Asp Phe Asp Trp Asn Pro Ala Asp Arg Asp Asn Ala He Gly Phe 
420 425 430 

Tyr Met Ala Tal Pro Ala leu Ala Gly His Lys lys Asp He Gly Arg 

435 440 445 



20 



Leu Lys Leu Leu Leu Pro Asp Leu Gin Pro Gin Ser Asn Phe Cys leu 
450 455 460 



30 



leu Phe Asp Tyr Arg Leu Ala Gly Asp Lys Tal Gly Lys Leu Arg Val 
465 470 475 480 



Phe Tal Lys Asn Ser Asn Asn Ala Leu Ala Trp Glu Lys Thr Thr Ser 
485 490 495 



40 
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Glu Asp Glu Lys Trp Lys Thr Gly Lys He Gin leu Tyr Gin Gly rhr 
500 505 510 

Asp Ala Tlir Lys Ser He He Phe Glu Ala Glu Arg Gly Lys Gly Lys 
515 520 525 

Thr Gly Glu lie Ala Yal Asp Gly Val Leu Leu Val Ser Gly Leu Cys 
530 535 540 

Pro Asp Ser Leu Leu Ser Val Asp Asp 

545 550 



<210> 25 20 
<211> 403 
<212> PRT 

(213) Hobo sapiens 

<400> 25 

Met Ala His Ala Met Glu Asn Ser Trp Thr He Ser Lys Glu Tyr His 
1 5 10 15 30 

He Asp Glu Glu Val Gly Phe Ala Leu Pro Asn Pro Gin Glu Asn Leu 
20 25 30 

Pro Asp Phe Tyr Asn Asp Trp Met Phe He Ala Lys His Leu Pro Asp 

35 40 45 

40 

Leu He Glu Ser Gly Gin Leu Arg Glu Arg Val Glu Lys Leu Asn Met 
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50 55 60 

Leu Ser He Asp His Leu Thr Asp His Lys Ser Gin Arg Leu Ala Arg 
65 70 75 80 

Leu Tal Leu Gly Cys He Thr Met Ala Tyr Val Trp Gly Lys Gly His 

85 90 95 10 

Gly Asp Val Arg Lys Tal Leu Pro Arg Asn lie Ala Tal Pro Tyr Cys 
100 105 110 

Gin Leu Ser Lys Lys Leu Glu Leu Pro Pro He Leu Val Tyr Ala Asp 
115 120 125 

20 

Cys Tal Leu Ala Asn Trp Lys Lys Lys Asp Pro Asn Lys Pro Leu Thr 
130 135 140 

Tyr Glu Asn Met Asp Tal Leu Phe Ser Phe Arg Asp Gly Asp Cys Ser 

145 150 155 160 

Lys Gly Phe Phe Leu Tal Ser Leu Leu Tal Glu He Ala Ala Ala Ser 30 
165 170 175 

Ala He Lys Tal He Pro Thr Tal Phe Lys Ala Met Gin Met Gin Glu 
180 185 190 



Arg Asp Thr Leu Leu Lys Ala Leu Leu Glu He Ala Ser Cys Leu Glu 
195 . 200 205 



40 



(132) 
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Lys Ala Leu Gin Val Phe His Gin He His Asp His Tal Aso Pro Lys 
210 215 220 



Ala Phe Phe Set Val Leu Arg He Tyr Leu Ser Gly Trp Lys Gly Asn 
225 230 235 240 

Pio Gin Leu Ser Asp Gly Leu Val Tyr Glu Gly Phe Trp Glu Asp Pro 

245 250 255 

Lys Glu Phe Ala Gly Gly Ser Ala Gly Gin Ser Ser Val Phe Gin Cys 
260 265 270 

Phe Asp Val Leu Leu Gly He Gin Gin Thr Ala Gly Gly Gly His Ala 
275 280 285 

Ala Gin Phe Leu Gin Asp Met Arg Arg Tyr Met Pro Pro Ala His Arg 
290 295 '300 

Asn Phe Leu Cys Ser Leu Glu Ser Asn Pro Ser Val Arg Glu Phe Val 
305 310 315 320 

Leu Ser Lys Gly Asp Ala Gly Leu Arg Glu Ala Tyr Asp Ala Cys Val 
325 330 335 

Lys Ala Leu Val Ser Leu Arg Ser Tyr His Leu Gin He Val Thr Lys 
340 345 350 



Tyr He Leu He Pro Ala Ser Gin Gin Pro Lys Glu Asn Lys Thr Ser 
355 360 365 



40 
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Glu Asp Pro Ser lys Leu Glu Ala Lys Gly Thr Gly Gly Thr Asp Leu 
370 375 380 

Met Asn Phe Leu Lys Thi Yal Aig Ser Thr Tlir Glu Lys Ser Leu Leu 
385 390 395 400 

Lys Glu Gly 



(210) 26 
<211> 99 

(212> PRT 20 
(213) Bono sapiens 

(400) 26 

Met Thr Ser Lys Leu Ala Tal Ala Leu Leu Ala Ala Phe Leu He Ser 
1 5 10 15 

Ala Ala Leu Cys Glu Gly Ala Val Leu Pro Arg Ser Ala Lys Glu Leu 30 
20 25 30 

Arg Cys Gin Cys He Lys Thr Tyr Ser Lys Pro Phe His Pro Lys Phe 
35 40 45 

lie Lys Glu Leu Arg Yal He Glu Ser Gly Pro His Cys Ala Asn Ibr 
50 55 60 
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Glu He He ?al Lys Leu Ser Asp Gly Arg Glu Leu Cys Leu Asp Pro 
65 70 75 80 

Lys Glu AsB Trp Val Glu Arg Val Val Glu Lys Phe Leu lys Arg Ala 
85 90 95 

Glu Asn Ser 



<210> 27 
<211> U63 
<212> PRT 

(213) Hobo sapiefls 20 

(400) 27 

Met Thr Arg Thr Arg Ala Ala Leu Leu Leu Phe Thr Ala Leu Ala Thr 
15 10 15 

Ser Leu Gly Phe Asn Leu Asp Thr Glu Glu Leu Thr Ala Phe Arg Val 

20 25 30 30 

Asp Ser Ala Gly Phe Gly Asp Ser Val Val Gin Tyr Ala Asn Ser Trp 
35 40 45 

Val Val Val Gly Ala Pro Gin Lys He Thr Ala Ala Asn Gin Thr Gly 
50 55 60 

40 



Gly Leu Tyr Gin Cys Gly Tyr Ser Thr Gly Ala Cys Glu Pro He Gly 
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65 70 75 80 

Leu Gin Val Pro Pro Glu Ala 7al Asn Met Ser Leu Gly Leu Ser Leu 
85 90 95 

Ala Ser Thr Thr Ser Pro Ser Gin Leu Leu Ala Cys Gly Pro Thr Val 

100 105 110 10 

His His Glu Cys Gly Arg Asn Met Tyr Leu Thr Gly Leu Cys Phe Leu 
115 120 125 

Leu Gly Pro Thr Gin Leu Thr Gin Arg Leu Pro Val Ser Arg Gin Glu 
130 135 140 

20 

Cys Fro Arg Gin Glu Gin Asp lie Val Phe Leu He Asp Gly Ser Gly 
145 150 155 160 

Ser He Ser Ser Arg Asn Phe Ala Thr Met Met Asn Phe Val Arg Ala 
165 170 175 

Val He Ser Gin Phe Gin Arg Pro Ser Thr Gin Phe Ser Leu Met Gin 30 
180 185 190 

Phe Ser Asn Lys Phe Gin Thr His Phe Thr Phe Glu Glu Phe Arg Arg 

195 200 205 

Thr Ser Asn Pro Leu Ser Leu Leu Ala Ser Val His Gin Leu Gin Gly 

210 215 220 ^0 



(136) 
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Phe Thr Tyr Thr Ala Thr Ala He Gin Asn ?al Val His Arg Leu Phe 
225 230 235 240 

His Ala Set Tyr Gly Ala Arg Arg Asp Ala rhr Lys He Leu He Val 
245 250 255 



He Thr Asp Gly Lys Lys Gh Gly Asp Ser Leu Asp Tyr Lys Asp Yal 
260 265 270 



10 



He Pro Uet Ala Asp Ala Ala Gly He He Arg Tyr Ala He Gly Val 
275 280 285 



Gly Leu Ala Phe Gin Asn Arg Asn Ser Trp Lys Glu Leu Asn Asp He 
290 295 300 



20 



Ala Ser Lys Pro Ser Gin Glu His He Phe Lys Val Glu Asp Phe Asp 
305 310 315 320 

Ala Leu Lys Asp He Gin Asn Gin Leu Lys Glu Lys He Phe Ala He 
325 330 335 

Glu Gly Thr Glu Thr Thr Ser Ser Ser Ser Phe Glu Leu Glu Met Ala 
340 345 350 



30 



Gin Glu Gly Phe Ser Ala Val Phe Thr Pro Asp Gly Pro Val Leu Gly 
355 360 365 



Ala Val Gly Ser Phe Thr Trp Ser Gly Gly Ala Phe Leu Tyr Pro Pro 
370 375 380 



40 



(137) 
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Aso Uet Ser Pro Thr Phe He Aso Met Ser Gin Glii Asn Tal Asp Met 
385 390 395 400 

Aig Asp Ser Tyr Leu Gly Tyr Ser Thr Glu Leu Ala Leu Trp Lys Gly 
405 410 415 

10 

Val Gin Ser Leu Val Leu Gly Ala Pro Arg Tyr Gin His Thr Gly Lys 
420 425 430 

Ala ?al He Phe Thr Gin Tal Ser Arg Gin Trp Arg Met Lys Ala Glu 
435 440 445 

Val Thr Gly Thr Gin He Gly Ser Tyr Phe Gly Ala Ser Leu Cys Ser 20 
450 455 460 

Val Asp Val Asp Thr Asp Gly Ser Thr Asp Leu Val Leu He Gly Ala 
465 470 475 480 

Pro His Tyr Tyr Glu Gin Thr Arg Gly Gly Gin Val Ser Val Cys Pro 

485 490 495 30 



Leu Pro Arg Gly Trp Arg Arg Trp Trp Cys Asp Ala Val leu Tyr Gly 
500 505 510 



Glu Gin Gly His Pro Trp Gly Arg Phe Gly Ala Ala Leu Thr Val Leu 
515 520 525 



40 



Gly Asp Val Asn Gly Asp Lys Leu Thr Asp Val Val He Gly Ala Fro 



530 



535 



(138) 

540 
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Gly Glu Glu Glu AsD Arg Gly Ala Tal Tyr Leu Phe His Gly Val Leu 
S45 550 555 560 



Gly Pro Ser He Ser Pro Ser His Ser Gin Arg He Ala Gly Ser Gin 
565 570 575 



10 



leu Ser Ser Arg Leu Gin Tyr Phe Gly Gin Ala Leu Ser Gly Gly Gin 
580 585 590 

Asp Leu Thr Gin Asp Gly Leu Val Asp Leu Ala Val Gly Ala Arg Gly 
595 600 605 

Gin Val Leu Leu Leu Arg Thr Arg Pro Val Leu Trp Val Gly Val Ser 
610 615 620 

Met Gin Phe He Pro Ala Glu He Pro Arg Ser Ala Phe Glu Cys Arg 
625 630 635 640 



20 



Glu Gin Val Val Ser Glu Gin Thr Leu Val Gin Ser Asn He Cys Leu 
645 650 655 



30 



Tyr He Asp Lys Arg Ser Lys Asn Leu Leu Gly Ser Arg Asp Leu Gin 
660 665 670 



Ser Ser Val Thr Leu Asp Leu Ala Leu Asp Pro Gly Arg Leu Ser Pro 
675 680 685 



40 



(139) 
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Aig Ala rbi Phe Gin Glu Thr Lys Asn Arg Ser Leu Ser Arg Val Arg 

690 695 700 

Val Leu Gly Leu Lys Ala His Cys Glu Asn Phe Asn Leu Leu Leu Pro 
705 no 715 720 



Ser Cys Val Glu Asp Sei Val Thr Pro He Thr Leu Arg Leu Asn Phe 

725 730 735 



10 



Thr Leu Val Gly Lys Pro Leu Leu Ala Phe Arg Asn Leu Arg Pro Met 
740 745 750 



Leu Ala Ala Leu Ala Gin Arg Tyr Phe Thr Ala Ser Leu Pro Phe Glu 
755 760 765 



20 



Lys Asn Cys Gly Ala Asp His He Cys Gin Asp Asn Leu Gly He Ser 
770 775 780 

Phe Ser Phe Pro Gly Leu Lys Ser Leu Leu Val Gly Ser Asn Leu Glu 
785 790 795 800 

Leu Asn Ala Glu Val Met Val Trp Asn Asp Gly Glu Asp Ser Tyr Gly 
805 810 815 

Thr Thr He Thr Phe Ser His Pro Ala Gly Leu Ser Tyr Arg Tyr Val 
820 825 830 



30 



Ala Glu Gly Gin Lys Gin Gly Gin Leu Arg Ser Leu His Leu Thr Cys 
835 840 845 



40 
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Asp Set Ala Pro Val Gly Ser Gin Gly Thr Trp Ser Thr Set Cys Arg 
850 855 860 



He Asn His Leu He Phe Arg Gly Gly Ala Gin He Thi Phe Leu Ala 
865 870 875 880 

Thr Phe Asp ?al Ser Pro Lys Ala Tal Leu Gly Asp Arg leu Leu leu 
885 890 895 



10 



Thr Ala Asn Tal Ser Ser Glu Asn Asn Thr Pro Arg Thr Ser Lys Thr 
900 905 910 



Thr Phe Gin Leu Glu Leu Pro Val Lys Tyr Ala Val Tyr Thr Val Val 
915 920 925 



20 



Ser Ser His Glu Gin Phe Thr Lys Tyr Leu Asn Phe Ser Glu Ser Glu 
930 935 940 



Glu Lys Glu Ser His Val Ala Met His Arg Tyr Gin Val Asi Asn Leu 
945 950 955 960 



30 



Gly Gin Arg Asp Leu Pro Val Ser He Asn Phe Trp Val Pro Val Glu 
965 970 975 



Leu Asn Gin Glu Ala Val Trp Met Asp Val Glu Val Ser His Pro Gin 
980 985 990 

Asn Pro Ser Leu Arg Cys Ser Ser Glu Lys He Ala Pro Pro Ala Ser 



40 



995 
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1000 1005 



Asp Phe Leu Ala His lie Gin Lys Asn Pro Tal Leu Asp Cys Ser He 
1010 1015 1020 



Ala Gly Cys Leu Arg Phe Arg Cys Asp Val Pro Ser Phe Ser Tal Glo 
1025 1030 1035 1040 



10 



Glu Glu Leu Asp Phe Thr Leu Lys Gly Asn Leu Ser Phe Gly Trp Tal 
1045 1050 1055 

Atg Gin He Leu Gin Lys Lys Tal Ser Tal Tal Ser Tal Ala Glu He 
1060 1065 1070 

Thr Pbe Asp Thr Ser Tal Tyr Ser Gin Leu Pro Gly Gin Glu Ala Phe 
1075 1080 1085 

Met Arg Ala Gin Thr Thr Thr Tal Leu Glu Lys Tyr Lys Tal His Asn 
1090 1095 1100 



20 



Pro Thr Pro Leu He Tal Gly Ser Ser He Gly Gly Leu Leu Leu Leu 
1105 1110 1115 1120 



30 



Ala Leu He Thr Ala Tal Leu Tyr Lys Tal Gly Phe Phe Lys Arg Gin 
1125 1130 1135 



Tyr Lys Glu Met Met Glu Glu Ala Asn Gly Gin He Ala Pro Glu Asn 
1140 1145 1150 



40 
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Gly Tlir Gin Tlr Pro Ser Pro Pro Ser Glu Lys 
1155 1160 

(210) 28 
(211> 784 

(212) PRT 

(213) Hobo sapiens 
(400) 28 

Met Pro His Hir Leu Trp Met Val Trp Val Leu Gly Tal He He Ser 
15 10 15 

Leu Ser Lys Glu Glu Ser Ser Asn Gin Ala Ser Leu Ser Cys Asp Arg 20 
20 25 30 

Asn Gly He Cys Lys Gly Ser Ser Gly Ser Leu Asa Ser He Pro Ser 
35 40 45 

Gly Leu Thr Glu Ala Val Lys Ser Leu Asp Leu Ser Asn Asi Arg He 

50 55 60 30 

Thr Tyr He Ser Asn Ser Asp Leu Gin Arg Cys Val Asn Leu Gin Ala 
65 70 75 80 

Leu Val Leu rhr Ser Asn Gly He Asn Thr He Glu Glu Asp Ser Phe 
85 90 95 

40 

Ser Ser Leu Gly Ser Leu Glu His Leu Asp Leu Ser Tyr Asn Tyr Leu 
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100 



105 



110 



Ser Asn Leu Ser Ser Ser Trp Phe Lys Pro Leu Ser Ser Leu Thr Phe 
115 120 125 



Leu Asn Leu Leu Gly Asn Pro Tyr Lys Thr Leu Gly Glu Thr Ser Leu 
ISO 135 140 



10 



Phe Ser His Leu Thr Lys Leu Glo He Leu Arg Val Gly Aso Met Asp 

145 150 155 160 

Thr Phe Thr Lys He Gin Arg Lys Asp Phe Ala Gly Leu Thr Phe Leu 
165 170 175 

Glu Glu Leu Glu He Asp Ala Ser Asp Leu Gin Ser Tyr Glu Pro Lys 
180 185 190 

Ser Leu Lys Ser He Gin Asn Val Ser His Leu He Leu His Met Lys 
195 200 205 



20 



Gin His He Leu Leu Leu Glu He Phe Yal Asp Val Thr Ser Ser Val 
210 215 220 



30 



Glu Cys Leu Glu Leu Arg Asp Thr Asp Leu Asp Thr Phe His Phe Ser 

225 230 235 240 



Glu Leu Ser Thr Gly Glu Thr Asn Ser Leu He Lys Lys Phe Thr Phe 

245 250 255 



40 
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Aig Asn ?al Lys He Thr Asp Gin Ser Leu Phe Gin ?al Met Lys Leii 
260 265 270 

Leu Asn Gin lie Ser Gly Leu Leu Glu Leu Glu Phe Asp Asp Cys Thf 
275 280 285 

Leu Asn Gly ?al Gly Asn Phe Arg Ala Ser Asp Asn Asp Arg Val He 
290 295 300 

Asp Pro Gly Lys Val Glu Thr Leu Thr He Arg Arg Leu His He Pro 
305 310 315 320 

Arg Phe Tyr Leu Phe Tyr Asp Leu Ser Thr Leu Tyr Ser Leu Thr Glu 

325 330 335 

Arg ?al Lys Arg lie Thr Val Glu Asn Ser Lys Val Phe Leu Val Pro 
340 345 350 

Cys Leu Leu Ser Gin His Leu Lys Ser Leu Glu Tyr Leu Asp Leu Ser 
355 360 365 

Glu Asn Leu Met Val Glu Glu Tyr Leu Lys Asn Ser Ala Cys Glu Asp 
370 375 380 

Ala Trp Pro Ser Leu Gin Thr Leu He Leu Arg Gin Asn His Leu Ala 
385 390 395 400 



Ser Leu Glu Lys Thr Gly Glu Thr Leu Leu Thr Leu Lys Asn Leu Thr 
405 410 415 



40 
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Asn He Asp He Ser Lys Asn Ser Phe His Ser Met Pro Glu Thr Cys 
420 425 430 

Gin Irp Pro Glu Lys Met Lys Tyr Leu Asn Leu Ser Ser Thr Arg He 

435 440 445 

His Ser 7al Thr Gly Cys He Pro Lys Thr Leu Glu He Leu Asp Val 
450 455 460 

Ser Asn Asn Asn Leu Asa Leu Phe Ser Leu Asn Leu Pro Gin Leu Lys 
465 470 475 480 



10 



Glu Leu Tyr He Ser Arg Asn Lys Leu Met Thr Leu Pro Asp Ala Ser 
485 490 495 



20 



Leu Leu Pro Met Leu Leu yal Leu Lys He Ser Arg Asn Ala He Thr 
500 505 510 



Thr Phe Ser Lys Glu Gin Leu Asp Ser Phe His Thr Leu Lys Thr Leu 
515 520 525 



30 



Glu Ala Gly Gly Asn Asn Phe He Cys Ser Cys Glu Phe Leu Ser Phe 

530 535 540 



Thr Gin Glu Gin Gin Ala Leu Ala Lys Val Leu He Asp Trp Pro Ala 
545 550 555 560 

Asn Tyr Leu Cys Asp Ser Pro Ser His Val Arg Gly Gin Gin Val Gin 



40 
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570 
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575 



Asp ?al Arg Leu Ser Yal Ser Gin Cys His Arg Thr Ala leu Val Ser 
580 585 590 

Gly Met Cys Cys Ala Leu Phe Leu Leu He Leu Leu Thr Gly Val Leu 

595 600 605 lo 

Cys His Arg Phe His Gly Leu Trp Tyr Het Lys Met Met Trp Ala Trp 
610 615 620 

Leu Gin Ala Lys Arg Lys Pro Arg Lys Ala Pro Ser Arg Asn He Cys 
625 630 635 640 

20 

Tyr Asp Ala Phe Val Ser Tyr Ser Glu Arg Asp Ala Tyr Trp Val Glu 
645 650 655 

Asn Leu Het Val Gin Glu Leu Glu Asn Phe Asn Pro Pro Phe Lys Leu 
660 665 670 

Cys Leu His Lys Arg Asp Phe He Pro Gly Lys Trp He He Asp Asn so 
675 680 685 

He He Asp Ser He Glu Lys Ser His Lys Thr Val Phe Val Leu Ser 
690 695 700 



Glu Asn Phe Val Lys Ser Glu Trp Cys Lys Tyr Glu Leu Asp Phe Ser 
705 710 715 720 



40 
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His Fbe Arg Leu Phe Glu Glu Aso Asa Asp Ala Ala He Leu lie Leu 
725 730 735 

Leu Glu Pro lie Glu Lys Lys Ala He Pro Gin Arg Pbe Cys Lys Leu 
740 745 750 

Arg Lys He Met Asd Thr Lys Thr Tyr Leu Glu Trp Pro Met Asp Glu 
755 760 765 

Ala Gin Arg Glu Gly Phe Trp Val Asn Leu Arg Ala Ala He Lys Ser 
770 775 780 



(210) 29 

(211) U23 

(212) m 

(213) Homo sapiens 
(400) 29 

aagcagtggt atcaacgcag agtgcccatt acggccgggg gtggcatcat gtggcagctg 60 
ctcctcccaa ctgctctgct acttctagtt tcagctggca tgcggactga agatctccca 120 
aaggctgtgg tgttcctgga gcctcaatgg tacagggtgc tcgagaagga cagtgtgact 180 
ctgaagtgcc agggagccta ctcccctgag gacaattcca cacagtggtt tcacaatgag 240 
agcctcatct caagccaggc ctcgagctac ttcattgacg ctgccacagt cgacgacagt 300 
ggagagtaca ggtgccagac aaacctctcc accctcagtg acccggtgca gctagaagtc 360 
catatcggct ggctgttgct ccaggcccct cggtgggtgt tcaaggagga agaccctatt 420 
cacctgaggt gtcacagctg gaagaacact gctctgcata aggtcacata tttacagaat 480 
ggcaaaggca ggaagtattt tcatcataat tctgacttct acattccaaa agccacactc 540 
aaagacagcg gctcctactt ctgcaggggg cttgttggga gtaaaaatgt gtcttcagag 600 



(148) JP 2004-65120 A 2004.3,4 

actgtgaaca tcaccatcac tcaaggtttg gcagtgtcaa ccatctcatc attctttcca 660 
cctgggUcc aagtctcttt ctgcttggtg atggtactcc tttttgcagt ggacacagga 720 
ctatatttct ctgtgaagac aaacattcga agctcaacaa gagactggaa ggaccataaa 780 
tttaaatgga gaaaggaccc tcaagacaaa tgacccccat cccatggggg taataagagc 840 
agtagcagca gcatctctga acatttctct ggatttgcaa ccctatcatc ctcaggcctc 900 
tctacaagca gcaggaaaca tagaactcag agccagatcc cttatccaac tctcgacttt 960 
tccttggtct ccagtggaag ggaaaagccc atgatcttca agcagggaag ccccagtgag 1020 
tagctgcatt cctagaaatt gaagtttcag agctacacaa acactttttc tgtcccaacc 1080 
gttccctcac agcaaaaaaa aaaaaaaaaa aaaaaaaaaa aaa 1123 



(210) 30 

(211) 254 

(212) PRT 

(213) Hobo sapiens 
(400) 30 

Met Trp Gin Leu Leu Leu Pro Thr Ala Leu Leu Leu Leu ?al Ser Ala 
15 10 IS 

Gly Met Arg Thr Glu Asp Leu Pro Lys Ala ?al Val Phe Leu Glu Pro 
20 25 30 

Gin Trp Tyr Arg Val Leu Glu Lys Asp Ser Yal Thr Leu Lys Cys Gin 
35 40 45 



Gly Ala Tyr Ser Pro Glu Asp Asn Ser Thr Gin Trp Phe Bis Asn Glu 
50 55 60 
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Ser Leu lie Ser Ser Gin Ala Ser Ser Tyr Phe He Asp Ala Ala Thr 
65 70 75 80 

?al Asp Asp Ser GI7 Glu Tyr Aig Cys Gin rbr Asn Leu Ser Thr Leu 
85 90 95 

Ser Asp Pro Tal Gin Leu Glu Val His He Gly Trp Leu Leu Leu Gin 
100 105 110 

Ala Pro Arg Trp Val Phe Lys Glu Glu Asp Pro He His Leu Arg Cys 
115 120 125 



10 



His Ser Trp Lys Asn Thr Ala Leu His Lys Val Thr Tyr Leu Gin Asn 
130 135 140 



20 



Gly Lys Gly Arg Lys Tyr Phe His His Asn Ser Asp Phe Tyr He Pro 
145 150 155 160 



Lys Ala Thr Leu Lys Asp Ser Gly Ser Tyr Phe Cys Arg Gly Leu Val 
165 170 175 



30 



Gly Ser Lys Asn Val Ser Ser Glu Thr Val Asn He Thr He Thr Gin 
180 185 190 



Gly Leu Ala Val Ser Thr He Ser Ser Phe Phe Pro Pro Gly Tyr Gin 
195 200 205 



40 



Val Ser Phe Cys Leu Val Met Val Leu Leu Phe Ala Val Asp Thr Gly 



(150) 

220 
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Leu ryr Phe Ser Val Lys Thr Asn He Arg Ser Ser TTir Arg Asp Trp 
225 230 235 240 

Lys Asp His Lys Phe Lys Ttp Arg Lys Asp Pro Gin Asp lys 

245 250 
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